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SIX  MONTH  ORAL  TOXICITY  STUDY 
WR238605  SUCCINATE  IN  RATS 


OF  ii 


Ban 


Hematology 

Test  Directory 

STUDY:  UIC-15B 

NO.  ABBR. 

DESCRIPTION 

---LOWER 

LIMIT  — 

---UPPER 

LIMIT-- - 

UNITS 

PRECISION 

CALCULATED 

OPERAND  A  OPERAND  B  MALE 

FEMALE 

MALE 

FEMALE 

1.  RBC 

Erythrocytes 

10A6/mnA3 

0.00 

NO 

6.50 

6.50 

9.00 

9.00 

2.  KGB 

Hemoglobin 

g/dL 

0.0 

NO 

13.0 

13.0 

17.0 

17.0 

3.  HCT 

Hematocrit 

% 

0.0 

NO 

40.0 

40-0 

50.0 

50.0 

4.  MCV 

Mean  Corpuscular  Volume 

fL 

0.0 

NO 

50.0 

50.0 

65.0 

65.0 

5.  MCH 

Mean  Corpuscular  Hemoglobin 

pg 

0.0 

NO 

18.0 

18.0 

23.0 

23.0 

6.  HCHC 

Mean  Corpus-  Hemo.  Cone. 

g/dL 

0.0 

NO 

32.0 

32.0 

39.0 

39.0 

7.  RETICS 

Reticulocytes 

X  RBCs 

0.0 

NO 

0.0 

0.0 

1.0 

1.0 

8.  HEINZ  BOD. 

Heinz  Bodies 

%  RBCs 

0.0 

NO 

0.0 

0.0 

1.0 

1.0 

9.  %  METHGB 

%  Methemoglobin 

%  HGB 

0.0 

NO 

0.0 

0.0 

1.5 

1.5 

10.  PLT 

Platelets 

KT3/innA3 

Integer 

NO 

800 

800 

1400 

1400 

11.  UBC 

Leukocytes 

10A3/mmA3 

0.0 

NO 

9.0 

6.0 

18.0 

15.0 

12.  APTT 

Act.  Partial  Thrombo.  Time 

sec 

0.0 

NO 

7.0 

7.0 

12.0 

12.0 

(END  OF  REPORT) 
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152  MORPHOLOGY  DICTIONARY 


ABBR 

DESCRIPTION 

1.  AN 

Anisocytosis 

2.  HC 

Hypochromia 

3.  NR 

Nucleated  Red  Blood  Cells 

4  .  PC 

Poly chroma sia 

5.  BS 

Basophilic  Stippling 

6  .  MI 

Microcytes 

7.  OV 

Ovalocytes 

8.  SK 

Sickle  Cells 

9.  HB 

Heinz  Bodies 

10.  MA 

Macrocytes 

11 .  PK 

Poikilocytes 

12.  SP 

Spherocytes 

13.  HJ 

Howell-Jolly  Bodies 

14  .  NN 

Normocytic  &  Normochromic 

15.  TG 

Target  Cells 

16  .  LP 

Large  Platelets 

17.  CP 

Clumped  Platelets 

18  .  RF 

Rouleaux  Formation 

19.  NRC 

Normal  Red  Blood  Cells 

20.  TX 

Toxic  Granule 

21  .  PY 

Pyknotic  Cells 

22  .  RL 

Reactive  Lymphocytes 

23.  VA 

Vacuoles 

152  DETAIL  DICTIONARY 


ABBR 

DESCRIPTION 

1 .  1 

Slight 

2  .  2 

Moderate 

3  .  3 

Mod.  to  Marked 

4  .  4 

Marked 

(END  OF  REPORT) 
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MCHC 

MCV 

PLT 

PT 

RBC 

RETICS 

WBC 

RAT  CO 

Male 

control 

datal 

MEAN 

35.5 

59.0 

1127 

-- 

7.36 

0.7 

18.0 

SD 

1.06 

3.36 

195.2 

-- 

0.759 

0.52 

3.47 

N 

145 

145 

145 

145 

108 

145 

RAT  CD 

Female 

control 

datal 

MEAN 

36.8 

58.9 

1192 

-- 

7.01 

0.5 

16.1 

SD 

1.08 

2.46 

150.6 

-- 

0.634 

0.34 

3.86 

N 

145 

145 

145 

-- 

145 

105 

145 

RAT  CD 

Both 

control 

datal 

MEAN 

36.1 

59.0 

1159 

-- 

7.18 

0.6 

17.1 

SD 

1.25 

2.94 

177.1 

-- 

0.720 

0.45 

3.79 

N 

290 

290 

290 

290 

213 

290 

RAT  CD 

Male 

control 

data2 

MEAN 

35.4 

53.4 

1027 

14.0 

8.42 

0.5 

15.4 

SD 

0.92 

1.53 

130.1 

0.68 

0.443 

0.32 

2.63 

N 

90 

90 

90 

10 

90 

86 

90 

RAT  CD 

Female 

control 

data2 

MEAN 

36.1 

56.0 

1013 

14.1 

7.81 

0.7 

12.8 

SD 

1.01 

1.75 

134.0 

0.67 

0.342 

0.39 

3.92 

N 

90 

90 

90 

10 

90 

80 

90 

RAT  CO 

Both 

control 

data2 

MEAN 

35.7 

54.7 

1020 

14.0 

8.12 

0.6 

14.1 

SD 

1.02 

2.10 

131.9 

0.66 

0.499 

0.37 

3.57 

N 

180 

180 

180 

20 

180 

166 

180 

(--)-Data  Unavailable  control  data2-120-300  days 

control  datal -40-120  days 

LABCAT  CC4.32 
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X  HETHGB 

APTT 

FBGN 

HB 

HCT 

HEINZ  BOO. 

HGB 

MCH 

RAT  CO 

Male 

control 

datal 

MEAN 

0.7 

-- 

-- 

0.1 

43.2 

-- 

15.3 

20.9 

SD 

0.27 

-- 

-- 

0.05 

3.25 

-- 

1.26 

0.97 

N 

74 

-- 

-- 

8 

145 

-- 

145 

145 

RAT  CD 

Female 

control 

datal 

MEAN 

0.8 

— 

-- 

0.1 

41.2 

15.2 

21.7 

SD 

0.35 

-- 

-- 

0.05 

3.13 

-- 

1.23 

0.65 

N 

75 

7 

145 

-- 

145 

145 

RAT  CD 

Both 

« 

control 

datal 

MEAN 

0.7 

-- 

-- 

0.1 

42.2 

-- 

15.2 

21.3 

SO 

0.31 

-- 

-- 

0.05 

3.33 

-- 

1.25 

0.91 

N 

149 

15 

290 

290 

290 

RAT  CD 

Male 

control 

data2 

MEAN 

0.8 

18.6 

231 

0.3 

44.9 

-- 

15.9 

18.9 

SO 

0.27 

2.90 

18.6 

0.11 

2.30 

-- 

0.81 

0.73 

N 

60 

30 

10 

5 

90 

90 

90 

RAT  CD 

Female 

control 

data2 

MEAN 

0.7 

16.6 

159 

0.1 

43.7 

0.1 

15.8 

20.2 

SD 

0.37 

1.67 

16.3 

0.04 

1.94 

0.00 

0.68 

0.64 

N 

54 

30 

10 

5 

90 

2 

90 

90 

RAT  CD 

Both 

control 

data2 

MEAN 

0.7 

17.6 

195 

0.2 

44.3 

0 

15.8 

19.5 

SO 

0.32 

2.54 

40.8 

0.12 

2.21 

0.0 

0.75 

0.95 

N 

114 

60 

20 

10 

180 

2 

180 

180 

(--)-Data  Unavailable  control  data2-120-300  days 

control  datal-40-120  days 

LABCAT  CC4.32 
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INDIVIDUAL 

ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Erythrocytes 

STUDY  ID:  UIC-15B 

SEX:  HALE 

STUDY  NO:  152 

ABBR:  RBC 

UNITS:  10*6/nmA3 

Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

1-M:0  mg  base/kg/day 

401 

8.22 

8.90 

8.49 

402 

7.87 

8.75 

8.84 

403 

7.71 

8.20 

8.11 

404 

6.91 

7.70 

8.28 

405 

7.79 

8.25 

8.44 

406 

7.33 

8.26 

8.02 

407 

7.87 

8.90 

8.65 

408 

6.84 

7.09 

7.89 

409 

7.21 

8.16 

8.69 

410 

7.85 

8.42 

8.44 

MEAN 

7.56 

8.26 

8.39 

SD 

0.460 

0.556 

0.308 

N 

10 

10 

10 

GROUP: 

451 

2-M:0.5  mg  base/kg/day 

7.71  7.83 

8.02 

452 

7.84 

8.40 

8.23 

453 

7.87 

8.72 

9.21 

454 

7.43 

8.06 

7.72 

455 

7.28 

8.25 

7.98 

456 

7.34 

7.78 

7.80 

457 

7.82 

8.94 

8.20 

458 

7.77 

8.02 

8.40 

459 

8.16 

8.61 

8.55 

460 

7.69 

8.47 

8.48 

MEAN 

7.69 

8.31 

8.26 

SD 

0.270 

0.387 

0.434 

N 

10 

10 

10 
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INDIVIDUAL 

ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Erythrocytes 

STUDY  ID:  UIC-15B 

SEX:  MALE 

STUDY  NO:  152 

ABBR:  RBC 

UNITS:  10'6/irnT3 

Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

3-M:2.0  mg  base/kg/day 

501 

7.55 

8.30 

8.49 

502 

7.14 

8.16 

8.16 

503 

7.51 

8.21 

8.52 

504 

7.16 

8.20 

7.87 

505 

7.36 

8.13 

8.33 

506 

7.36 

7.87 

8.32 

507 

7.15 

8.20 

8.34 

508 

7.02 

8.40 

8.64 

509 

7.45 

7.79 

8.07 

510 

7.44 

8.07 

8.05 

MEAN 

7.31 

8.13 

8.28 

SD 

0.183 

0.184 

0.240 

N 

10 

10 

10 

GROUP: 

4-M:9.0  mg  base/kg/day 

551 

7.41 

8.37 

8.59 

552 

7.15 

7.80 

7.89 

553 

7.12 

8.14 

8.83 

554 

6.63 

7.19 

7.51 

555 

6.75 

8.16 

8.14 

556 

7.52 

9.09 

8.77 

557 

7.64 

8.47 

8.50 

558 

7.49 

6.91 

-- 

559 

7.36 

8.25 

8.79 

560 

6.86 

7.55 

7.80 

561 

-- 

8.70 

MEAN 

7.19 

7.99 

8.35 

SD 

0.350 

0.645 

0.479 

N 

10 

10 

10 

(--)  -  Data  Unavailable 
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INDIVIDUAL 

ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST :  Hemoglobin 

STUDY  ID:  UIC-15B 

SEX:  MALE 

STUDY  NO:  152 

ABBR:  HGB 

UNITS:  g/dL 

Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

1-M:0  mg  base/kg/day 

401 

16.8 

16.6 

15.1 

402 

15.4 

15.9 

15.6 

403 

16.0 

16.2 

15.0 

404 

16.4 

15.0 

15.8 

405 

14.6 

15.3 

14.7 

406 

14.9 

15.7 

14.6 

407 

16.0 

16.8 

15.8 

408 

14.9 

13.7 

14.6 

409 

16.1 

16.0 

15.5 

410 

16.2 

15.8 

15.4 

MEAN 

15.7 

15.7 

15.2 

SD 

0.73 

0.89 

0.47 

N 

10 

10 

10 

GROUP: 

2-M:0.5  mg  base/kg/day 

451 

16.7 

14.9 

14.6 

452 

16.5 

16.9 

15.7 

453 

14.5 

16.3 

16.5 

454 

15.0 

16.1 

14.6 

455 

15.7 

16.4 

15.9 

456 

16.0 

15.9 

15.5 

457 

15.9 

16.6 

14.5 

458 

16.2 

16.4 

16.1 

459 

15.8 

15.9 

14.9 

460 

16.3 

16.6 

16.3 

MEAN 

15.9 

16.2 

15.5 

SD 

0.67 

0.56 

0.76 

N 

10 

10 

10 
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INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Hemoglobin 


STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152 

ABBR :  HGB  UNITS:  g/dl 


Animal 

ID 

Week  4 

Week  13 

Week  26 

GROUP: 

3-M:2 

.0  mg  base/kg/day 

501 

14.9 

15.4 

15.0 

502 

15.2 

16.2 

15.6 

503 

15.4 

16.3 

16.0 

504 

14.8 

16.4 

14.7 

505 

15.4 

15.8 

15.0 

506 

15.4 

15.6 

15.7 

507 

15.7 

16.3 

15.8 

508 

15.0 

16.1 

15.6 

509 

16.0 

16.3 

15.9 

510 

15.7 

15.4 

15.1 

MEAN 

15.4 

16.0 

15.4 

SD 

0.38 

0.39 

0.45 

N 

10 

10 

10 

GROUP: 

4-M:9.0  mg  base/kg/day 

551 

12.9 

14.9 

13.9 

552 

13.9 

14.9 

14.1 

553 

14.6 

14.7 

14.6 

554 

14.1 

14.1 

13.8 

555 

14.0 

15.4 

14.8 

556 

14.8 

15.8 

14.9 

557 

15.4 

15.5 

14.2 

558 

14.0 

13.7 

-- 

559 

14.5 

15.2 

14.5 

560 

14.2 

14.5 

13.7 

561 

-- 

-- 

14.4 

MEAN 

14.2 

14.9 

14.3 

SD 

0.66 

0.65 

0.42 

N 

10 

10 

10 

(--)  -  Data  Unavailable 


G-7 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL 

ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Hematocrit 

STUDY  ID:  U1C-15B 

SEX:  MALE 

STUDY  NO:  152 

ABBR:  HCT 

UNITS:  X 

Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

1-M:0  mg  base/kg/day 

401 

47.7 

46.7 

44.8 

402 

44.7 

44.8 

45.8 

403 

44.7 

44.6 

43.2 

404 

41.7 

41.2 

46.0 

405 

43.8 

42.7 

43.9 

406 

43.0 

43.9 

42.4 

407 

45.5 

46.3 

44.7 

408 

40.4 

37.6 

41.4 

409 

43.6 

43.6 

46.2 

410 

46.7 

44.8 

44.6 

MEAN 

44.2 

43.6 

44.3 

SD 

2.19 

2.65 

1.59 

N 

10 

10 

10 

GROUP: 

2-M:0.5  mg  base/kg/day 

451 

44.3 

41.1 

42.3 

452 

48.3 

47.9 

47.4 

453 

45.6 

46.2 

47.4 

454 

44.4 

44.3 

42.2 

455 

45.9 

47.0 

46.9 

456 

45.4 

43.9 

44.8 

457 

44.6 

45.6 

43.4 

458 

45.5 

47.0 

45.8 

459 

45.9 

43.8 

43.3 

460 

47.8 

47.9 

47.9 

MEAN 

45.8 

45.5 

45.1 

SD 

1.34 

2.18 

2.23 

N 

10 

10 

10 

G-8 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Hematocrit 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  HCT 


Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

3-M:2.0  mg  base/kg/day 

501 

43.1 

43.7 

44.1 

502 

42.3 

44.6 

45.8 

503 

45.2 

46.1 

48.6 

504 

41.4 

45.2 

42.7 

505 

43.1 

44.1 

43.4 

506 

44.9 

45.5 

47.8 

507 

44.3 

46.0 

46.8 

508 

41.3 

45.4 

45.6 

509 

47.6 

47.0 

48.5 

510 

43.7 

44.2 

44.8 

MEAN 

43.7 

45.2 

45.8 

SO 

1.91 

1.03 

2.09 

N 

10 

10 

10 

GROUP: 

4-M:9.0  mg  base/kg/day 

551 

41.5 

42.4 

42.3 

552 

43.8 

43.8 

42.8 

553 

40.0 

41.2 

43.3 

554 

41.9 

41.3 

42.4 

555 

38.9 

44.4 

43.6 

556 

43.2 

46.2 

44.3 

557 

44.5 

45.0 

41.8 

558 

43.6 

40.4 

-- 

559 

41.9 

42.7 

43.1 

560 

41.4 

42.1 

41.7 

561 

-- 

-- 

43.1 

MEAN 

42.1 

43.0 

42.8 

SO 

1.75 

1.85 

0.81 

N 

10 

10 

10 

SEX:  MALE 
UNITS:  X 


(--)  -  Data  Unavailable 


G-9 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY 
TEST:  Mean  Corpuscular 

REPORT  BY  GROUP 
Volume 

STUDY  ID:  UIC-15B 

SEX:  MALE 

STUDY  NO:  152 

ABBR:  HCV 

UNITS:  fL 

Animal 

ID  Week  4  Week  13 

Week  26 

GROUP: 

1-M:0  mg  base/kg/day 

401 

58.0 

52.5 

52.8 

402 

56.8 

51.2 

51.8 

403 

58.0 

54.4 

53.3 

404 

60.3 

53.5 

55.6 

405 

56.2 

51.8 

52.0 

406 

58.7 

53.1 

52.9 

407 

57.8 

52.0 

51.7 

408 

59.1 

53.0 

52.5 

409 

60.5 

53.4 

53.2 

410 

59.5 

53.2 

52.8 

MEAN 

58.5 

52.8 

52.9 

SD 

1.41 

0.94 

1.11 

N 

10 

10 

10 

GROUP: 

2-M:0.5  mg  base/kg/day 

451 

57.5 

52.5 

52.7 

452 

61.6 

57.0 

57.6 

453 

57.9 

53.0 

51.5 

454 

59.8 

55.0 

54.7 

455 

63.0 

57.0 

58.8 

456 

61.9 

56.4 

57.4 

457 

57.0 

51.0 

52.9 

458 

58.6 

58.6 

54.5 

459 

56.3 

50.9 

50.6 

460 

62.2 

56.6 

56.5 

MEAN 

59.6 

54.8 

54.7 

SD 

2.44 

2.75 

2.79 

N 

10 

10 

10 

G-10 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


©MR 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Mean  Corpuscular  Volume 


STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152 

ABBR:  MCV  UNITS:  fL 


Animal 

ID  Ueek  4 

Week  13 

Week  26 

GROUP: 

3-M:2.0  mg  base/kg/day 

501 

57.1 

52.7 

51.9 

502 

59.2 

54.7 

56.1 

503 

60.2 

56.2 

57.0 

504 

57.8 

55.1 

54.3 

505 

58.6 

54.2 

52.1 

506 

61.0 

57.8 

57.5 

507 

62.0 

56.1 

56.1 

508 

58.8 

54.0 

52.8 

509 

63.9 

60.3 

60.1 

510 

58.7 

54.8 

55.7 

MEAN 

59.7 

55.6 

55.4 

SD 

2.07 

2.16 

2.61 

N 

10 

10 

10 

GROUP: 

4-M:9.0  mg  base/kg/day 

551 

56.0 

50.7 

49.2 

552 

61.3 

56.2 

54.2 

553 

56.2 

50.6 

49.0 

554 

63.2 

57.4 

56.5 

555 

57.6 

54.4 

53.6 

556 

57.4 

50.8 

50.5 

557 

58.2 

53.1 

49.2 

558 

58.2 

58.5 

-- 

559 

56.9 

51.8 

49.0 

560 

60.3 

55.8 

53.5 

561 

-- 

49.5 

MEAN 

58.5 

53.9 

51.4 

SD 

2.34 

2.95 

2.76 

N 

10 

10 

10 

(--)  -  Data  Unavailable 


G-l  1 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


man 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Mean  Corpuscular  Hemoglobin 


STUDY  ID:  UIC-15B  SEX:  HALE 

STUDY  NO:  152 

ABBR:  MCH  UNITS:  pg 


Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

1 -M:0  mg  base/kg/day 

401 

20.4 

18.7 

17.8 

402 

19.6 

18.2 

17.6 

403 

20.8 

19.8 

18.5 

404 

23.7 

19.5 

19.1 

405 

20.3 

18.5 

17.4 

406 

20.3 

19.0 

18.2 

407 

20.3 

18.9 

18.3 

408 

21.8 

19.3 

18.5 

409 

22.3 

19.6 

17.8 

410 

20.6 

18.8 

18.2 

MEAN 

21.0 

19.0 

18.1 

SO 

1.23 

0.51 

0.50 

N 

10 

10 

10 

GROUP: 

2-M:0.5  mg  base/kg/day 

451 

23.9 

19.0 

18.2 

452 

21.0 

20.1 

19.1 

453 

21.4 

18.7 

17.9 

454 

22.6 

20.0 

18.9 

455 

21.6 

19.9 

19.9 

456 

23.3 

20.4 

19.9 

457 

20.3 

18.6 

17.7 

458 

20.8 

20.4 

19.2 

459 

19.4 

18.5 

17.4 

460 

21.2 

19.6 

19.2 

MEAN 

21.6 

19.5 

18.7 

SD 

1.37 

0.75 

0.89 

N 

10 

10 

10 

G-l  2 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Mean  Corpuscular  Hemoglobin 


STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152 

ABBR:  MCH  UNITS:  pg 


Animal 

ID  Week  U 

Week  13 

Week  26 

GROUP: 

3-M:2.0  mg  base/kg/day 

501 

19.7 

18.6 

17.7 

502 

21.3 

19.9 

19.1 

503 

20.5 

19.9 

18.8 

504 

20.7 

20.0 

18.7 

505 

20.9 

19.4 

18.0 

506 

22.6 

19.8 

18.9 

507 

22.0 

19.9 

18.9 

508 

21.4 

19.2 

18.1 

509 

21.5 

20.9 

19.7 

510 

22.2 

19.1 

18.8 

MEAN 

21.3 

19.7 

18.7 

SD 

0.87 

0.63 

0.59 

N 

10 

10 

10 

GROUP: 

4-M:9.0  mg  base/kg/day 

551 

20.9 

17.8 

16.2 

552 

22.5 

19.1 

17.9 

553 

20.5 

18.1 

16.5 

554 

21.3 

19.6 

18.4 

555 

20.7 

18.9 

18.2 

556 

19.7 

17.4 

17.0 

557 

20.2 

18.3 

16.7 

558 

21.1 

19.8 

-- 

559 

19.7 

18.4 

16.5 

560 

20.7 

19.2 

17.6 

561 

-- 

16.6 

MEAN 

20.7 

18.7 

17.2 

SD 

0.82 

0.79 

0.80 

N 

10 

10 

10 

-  Data  Unavailable 


G-l  3 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL 

TEST: 

ANIMAL  HEMATOLOGY 
Mean  Corpus .  Hemo 

REPORT  BY  GROUP 
.  Cone . 

STUDY  ID:  UIC-15B 

SEX:  MALE 

STUDY  NO:  152 

ABBR :  MCHC 

UNITS:  g/dL 

Animal 

ID  Week  4  Week  13 

Week  26 

GROUP: 

1 -M:0  mg  base/kg/day 

401 

35.2 

35.5 

33.7 

402 

34.5 

35.5 

34.1 

403 

35.8 

36.3 

34.7 

404 

39.3 

36.4 

34.3 

405 

36.6 

35.8 

33.5 

406 

34.7 

35.8 

34.4 

407 

35.2 

36.3 

35.3 

408 

36.9 

36.4 

35.3 

409 

36.9 

36.7 

33.5 

410 

34.7 

35.3 

34.5 

MEAN 

36.0 

36.0 

34.3 

SD 

1.48 

0.48 

0.66 

N 

10 

10 

10 

GROUP: 

2-M:0.5  mg  base/kg/day 

451 

40.9 

36.3 

34.5 

452 

34.2 

35.3 

33.1 

453 

36.6 

35.3 

34.8 

454 

37.2 

36.3 

34.6 

455 

34.2 

34.9 

33.9 

456 

37.0 

36.2 

34.6 

457 

35.7 

36.4 

33.4 

458 

35.6 

34.9 

35.2 

459 

34.4 

36.3 

34.4 

460 

34.1 

34.7 

34.0 

MEAN 

36.0 

35.7 

34.3 

SD 

2.10 

0.70 

0.65 

N 

10 

10 

10 

G-l  4 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


DIM! 


INDIVIDUAL 

TEST: 

ANIMAL  HEMATOLOGY 
Mean  Corpus .  Hemo 

REPORT  BY  GROUP 
.  Cone . 

STUOY  ID:  UIC-15B 

SEX:  MALE 

STUDY  NO:  152 

ABBR:  MCHC 

UNITS:  g/dL 

Animal 

ID  Week  4  Week  13 

Week  26 

GROUP: 

3-M:2.0  mg  base/kg/day 

501 

34.6 

35.2 

34.0 

502 

35.9 

36.3 

34.1 

503 

34.1 

35.4 

32.9 

504 

35.7 

36.3 

34.4 

505 

35.7 

35.8 

34.6 

506 

36.5 

34.3 

32.8 

507 

35.4 

35.4 

33.8 

508 

36.3 

35.5 

34.2 

509 

33.6 

34.7 

32.8 

510 

37.8 

34.8 

33.7 

MEAN 

35.6 

35.4 

33.7 

SD 

1.23 

0.66 

0.67 

N 

10 

10 

10 

GROUP: 

4-M:9.0  mg  base/kg/day 

551 

36.8 

35.1 

32.9 

552 

36.5 

34.0 

32.9 

553 

36.5 

35.7 

33.7 

554 

33.7 

34.1 

32.5 

555 

36.0 

34.7 

33.9 

556 

34.3 

34.2 

33.6 

557 

34.6 

34.4 

34.0 

558 

35.7 

33.9 

-- 

559 

34.6 

35.6 

33.6 

560 

34.3 

34.4 

32.9 

561 

-- 

33.4 

MEAN 

35.3 

34.6 

33.3 

SD 

1.12 

0.65 

0.51 

N 

10 

10 

10 

(--)  -  Data  Unavailable 


G-l  5 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Reticulocytes 


STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152 

ABBR:  RETICS  UNITS:  X  RBCs 


Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

1-M:0  mg  base/kg/day 

401 

0.6 

0.1 

0.7 

402 

0.7 

0.1 

0.6 

403 

1.2 

0.5 

0.7 

404 

0.4 

0.3 

0.6 

405 

0.8 

0.4 

1.2 

406 

0.5 

0.5 

0.7 

407 

1.2 

0.9 

0.2 

408 

0.8 

0.7 

0.6 

409 

0.7 

0.4 

0.8 

410 

0.5 

0.5 

0.7 

MEAN 

0.7 

0.4 

0.7 

SD 

0.28 

0.25 

0.24 

N 

10 

10 

10 

GROUP: 

2-M:0 .5  mg  base/kg/day 

451 

0.3 

1.5 

0.3 

452 

0.8 

0.2 

0.9 

453 

1.0 

0.9 

0.2 

454 

0.6 

0.1 

0.6 

455 

0.9 

0.9 

0.3 

456 

1.1 

0.6 

1.1 

457 

0.8 

0.3 

1.3 

458 

0.8 

0.8 

0.7 

459 

0.9 

0.7 

0.2 

460 

0.4 

1.0 

0.8 

MEAN 

0.8 

0.7 

0.6 

SD 

0.25 

0.42 

0.39 

N 

10 

10 

10 

G-16 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Reticulocytes 


STUDY 

ID:  UIC-15B 

SEX: 

MALE 

STUDY 

NO:  152 

ABBR : 

RETICS 

UNITS:  X 

RBCS 

Animal  ID 

Week  4 

Week  13 

Week  26 

GROUP:  3-M.-2.0  mg  base/kg/day 


501 

0.6 

0.5 

0.6 

502 

1.3 

0.4 

1.0 

503 

0.5 

1.0 

0.9 

504 

0.3 

0.7 

0.7 

505 

0.5 

0.2 

0.2 

506 

0.9 

0.3 

0.9 

507 

0.8 

0.9 

0.6 

503 

1.5 

0.3 

0.9 

509 

0.5 

0.3 

0.4 

510 

0.8 

0.3 

0.6 

MEAN 

0.8 

0.5 

0.7 

SD 

0.38 

0.28 

0.25 

N 

10 

10 

10 

1.6 

1.1 

1.1 

1.1 

1.0 

0.7 

0.4 

2.0 

2.1 

1.7 

1.3 

0.55 

10 


(--)  -  Data  Unavailable 


GROUP: 

4-M:9.0  mg  base/kg/day 

551 

1.6 

1.2 

552 

1.4 

1.7 

553 

1.5 

0.6 

554 

1.4 

0.4 

555 

2.3 

0.8 

556 

0.6 

1.0 

557 

1.2 

0.8 

558 

1.7 

1.7 

559 

1.8 

1.0 

560 

2.0 

2.0 

561 

MEAN 

1.6 

1.1 

SD 

0.46 

0.52 

N 

10 

10 

G- 17 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL 

ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Heinz  Bodies 

STUDY  ID:  UIC-15B 

SEX:  MALE 

STUDY  NO:  152 

ABBR :  HEINZ  BOO. 

UNITS:  X  RBCs 

Animal 

ID  Week  4  Week  13 

Week  26 

GROUP: 

1  - M : 0  mg  base/kg/day 

401 

0.0 

0.0 

0.0 

402 

0.0 

0.0 

0.0 

403 

0.0 

0.0 

0.0 

404 

0.0 

0.0 

0.0 

405 

0.0 

0.0 

0.0 

• 

406 

0.0 

0.0 

0.0 

407 

0.D 

0.0 

0.0 

408 

0.0 

0.0 

0.0 

409 

0.0 

0.0 

0.0 

410 

0.0 

0.0 

0.0 

MEAN 

0.0 

0.0 

0.0 

SO 

0.00 

0.00 

0.00 

N 

10 

10 

10 

GROUP:  2-M:0.5 

mg  base/kg/day 

451 

0.0 

0.0 

0.2 

452 

0.0 

0.0 

0.0 

453 

0.0 

0.0 

0.0 

454 

0.0 

0.0 

0.0 

455 

0.0 

0.0 

0.0 

456 

0.0 

0.0 

0.0 

457 

0.0 

0.0 

0.2 

458 

0.0 

0.0 

0.0 

459 

0.0 

0.0 

0.0 

460 

0.0 

0.0 

0.0 

MEAN 

0.0 

0.0 

0.0 

SD 

0.00 

0.00 

0.08 

N 

10 

10 

10 

• 

G-18 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Heinz  Bodies 


STUDY  ID:  UIC-15B  SEX:  MALE 

STUOY  NO:  152 

ABBR:  HEINZ  BOD.  UNITS:  X  RBCs 


Animal 

I D  Week  4 

Week  13 

Week  26 

GROUP: 

3-M:2.0  mg  base/kg/day 

501 

0.0 

0.0 

0.0 

502 

o 

o 

0.0 

0.2 

503 

0.0 

0.0 

0.0 

504 

0.0 

0.0 

0.0 

505 

0.0 

0.0 

0.0 

506 

0.0 

0.0 

0.0 

507 

0.0 

0.0 

0.0 

508 

0.0 

0.0 

0.0 

509 

0.0 

0.0 

0.0 

510 

0.0 

0.0 

0.0 

MEAN 

0.0 

0.0 

0.0 

SD 

0.00 

0.00 

0.06 

N 

10 

10 

10 

GROUP: 

551 

4-M:9.0  mg  base/kg/day 

0.0  0.0 

0.0 

552 

0.0 

0.0 

0.0 

553 

0.0 

0.3 

0.0 

554 

0.0 

0.0 

0.0 

555 

0.0 

0.0 

0.0 

556 

0.0 

0.0 

0.0 

557 

0.0 

0.2 

0.0 

558 

0.0 

0.0 

-- 

559 

0.0 

0.0 

0.0 

560 

0.0 

0.4 

0.1 

561 

0.0 

MEAN 

0.0 

0.1 

0.0 

SD 

0.00 

0.15 

0.03 

N 

10 

10 

10 

(--)  -  Data  Unavailable 


G-19 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  %  Methemoglobin 


STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152 

ABBR:  X  METHGB  UNITS:  X  HGB 


Animal 

ID  Week  U 

Week  13 

Week  26 

GROUP: 

401 

1 -M:0  mg  base/kg/day 

0.6  0.6 

0.7 

402 

0.4 

0.9 

0.4 

403 

0.5 

0.7 

0.6 

404 

0.6 

0.9 

0.5 

405 

0.8 

1.4 

0.7 

406 

0.8 

0.6 

0.4 

407 

0.7 

0.8 

0.5 

408 

1.2 

0.8 

0.7 

409 

0.4 

0.9 

0.5 

410 

0.4 

0.7 

0.6 

MEAN 

0.6 

0.8 

0.6 

SD 

0.25 

0.23 

0.12 

N 

10 

10 

10 

GROUP: 

451 

2-M:0.5  mg  base/kg/day 

0.6  0.4 

0.4 

452 

0.6 

1.0 

0.8 

453 

0.6 

0.6 

0.2 

454 

1.0 

0.4 

0.4 

455 

1.0 

1.2 

0.6 

456 

0.7 

1.2 

0.9 

457 

1.0 

1.2 

0.4 

458 

1.1 

0.5 

0.7 

459 

0.3 

0.7 

0.7 

460 

0.5 

1.1 

0.9 

MEAN 

0.7 

0.8 

0.6 

SD 

0.27 

0.34 

0.24 

N 

10 

10 

10 

G-20 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


11.111 


INDIVIDUAL 

ANIMAL  HEMATOLOGY 

REPORT  BY  GROUP 

TEST :  %  Methemoglobin 

STUDY 

ID:  UIC-15B 

SEX:  MALE 

STUDY 

NO:  152 

ABBR: 

X  METHGB 

UNITS:  X  HGB 

Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

3-M:2.0  mg  base/kg/day 

501 

1.3 

3.7 

2.5 

502 

1.2 

2.3 

2.1 

503 

0.7 

1.9 

2.0 

504 

1.3 

2.1 

2.7 

505 

1.3 

1.8 

2.2 

506 

1.1 

2.0 

2.2 

507 

1.2 

3.0 

2.2 

508 

1.4 

2.1 

1.6 

509 

1.2 

2.6 

2.5 

510 

1.2 

2.1 

2.6 

MEAN 

1.2 

2.4 

2.3 

SD 

0.19 

0.59 

0.33 

N 

10 

10 

10 

GROUP: 

4-M:9.0  mg  base/kg/day 

551 

6.4 

5.9 

4.7 

552 

6.9 

7.9 

7.8 

553 

7.5 

10.1 

9.4 

554 

6.1 

7.6 

6.8 

555 

8.7 

5.8 

6.0 

556 

6.1 

5.7 

7.7 

557 

7.0 

7.3 

7.6 

558 

4.0 

6.7 

-- 

559 

6.4 

9.3 

9.5 

560 

5.8 

7.1 

7.3 

561 

7.4 

MEAN 

6.5 

7.3 

7.4 

SD 

1.22 

1.47 

1.43 

N 

10 

10 

10 

<--)  -  Data  Unavailable 


G-21 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


miMT 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Platelets 


STUDY  ID:  UIC-15B  SEX:  HALE 

STUDY  NO:  152 


ABBR:  PLT 

UNITS:  nr3/rTTTT3 

Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

1 -M:0  mg  base/kg/day 

1647 

401 

867 

1014 

. 

402 

1016 

1000 

1016 

,  \  ° 

403 

964 

979 

1055 

404 

1006 

1021 

901 

405 

1119 

1303 

141 0 

406 

939 

986 

1003 

407 

1034 

1106 

1042 

408 

(So) 

1040 

997 

409 

906 

958 

920 

410 

934 

1006 

1014 

MEAN 

955 

1041 

1001 

SO 

99.1 

100.4 

187.1 

N 

10 

10 

10 

GROUP: 

2-M:0.5  mg  base/kg/day 

451 

884 

856 

962 

452 

1020 

961 

961 

453 

1031 

1024 

856 

454 

896 

947 

845 

455 

1079 

988 

987 

456 

957 

923 

807 

457 

942 

960 

1128 

458 

1248 

1240 

1148 

459 

1103 

948 

968 

460 

1027 

1008 

1073 

MEAN 

1019 

986 

974 

SO 

108.7 

100.9 

116.8 

N 

10 

10 

10 

G-22 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Platelets 


STUDY  ID:  UIC-15B  SEX:  HALE 

STUDY  NO:  152 

ABBR:  PLT  UNITS:  10*3/nrT3 


Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

3-M:2.0  mg  base/kg/day 

501 

1005 

1021 

1180 

502 

1098 

1016 

1022 

503 

931 

874 

986 

504 

832 

928 

881 

505 

969 

961 

1077 

506 

955 

953 

1006 

507 

916 

736 

611 

508 

995 

954 

509 

800 

847 

843 

510 

945 

1029 

1060 

MEAN 

945 

932 

971 

SD 

85.0 

91.4 

158.6 

N 

10 

10 

10 

GROUP: 

4-M:9.0  mg  base/kg/day 

551 

880 

817 

523/ 

552 

1151 

918 

945 

553 

1137 

995 

861 

554 

894 

798 

<7» 

555 

1024 

886 

910 

556 

1064 

920 

972 

557 

933 

827 

842 

558 

1070 

1064 

-- 

559 

982 

937 

1002 

560 

561 

843 

69t 

V78l) 

vM 

MEAN 

998 

886 

824 

SD 

108.6 

106.0 

154.9 

N 

10 

10 

10 

(--)  -  Data  Unavailable 


G-23 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Act.  Partial  Thrombo.  Time 


STUDY  ID:  UIC-15B  SEX:  HALE 

STUDY  NO:  152 

ABBR:  APTT  UNITS:  sec 


Animal 

ID  Week  27 

GROUP: 

1 -M: 0  mg  base/kg/day 

401 

15.0 

402 

20.8 

403 

19.0 

404 

22.8 

405 

11.5 

406 

22.9 

407 

18.7 

408 

16.3 

409 

18.2 

410 

16.5 

MEAN 

18.2 

SD 

3.54 

N 

10 

GROUP: 

2-M:0.5  mg  base/kg/day 

451 

17.5 

452 

20.2 

453 

19.2 

454 

18.8 

455 

19.3 

456 

21.3 

457 

19.4 

458 

20.3 

459 

21.4 

460 

20.7 

MEAN 

19.8 

SO 

1.21 

N 

10 

G-24 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


1BMT 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Act.  Partial  Thrombo.  Time 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  APTT 


SEX:  MALE 
UNITS:  sec 


Animal  ID  Week  27 

GROUP:  3-M:2.0 

mg  base/kg/day 

501 

21.4 

502 

18.8 

503 

17.6 

504 

18.2 

505 

20.2 

506 

19.1 

507 

18.0 

508 

20.4 

509 

20.0 

510 

18.9 

MEAN 

19.3 

SD 

1.21 

N 

10 

GROUP:  4-M:9.0 

mg  base/kg/day 

551 

18.1 

552 

18.4 

553 

14.5 

554 

17.7 

555 

16.5 

556 

18.3 

557 

17.8 

558 

-« 

559 

16.7 

560 

16.6 

561 

18.4 

MEAN 

17.3 

SD 

1.24 

N 

10 

(-->  -  Data  Unavailable 


G-25 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SMiFI 


INDIVIDUAL 

ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Leukocytes 

STUDY  ID:  UIC-15B 

SEX:  MALE 

STUDY  NO:  152 

ABBR:  WBC 

UNITS:  10*3/mmA3 

Animal 

10  Week  4 

Week  13 

Week  26 

GROUP: 

1 -M:0  mg  base/kg/day 

401 

15.4 

19.3 

14.5 

402 

14.8 

14.8 

13.6 

403 

13.6 

14.5 

13.5 

404 

21.9 

23.0 

18.2 

405 

20.1 

18.2 

17.8 

406 

14.7 

17.0 

16.3 

407 

17.4 

15.7 

12.7 

408 

16.3 

14.2 

13.8 

409 

18.8 

16.2 

17.4 

410 

12.3 

12.1 

11.1 

MEAN 

16.5 

16.5 

14.9 

SD 

3.01 

3.08 

2.40 

N 

10 

10 

10 

GROUP : 

2-M:0.5  mg  base/kg/day 

451 

21.2 

21.5 

23.5 

452 

19.5 

20.2 

23.6 

453 

13.9 

15.8 

14.6 

454 

12.3 

10.6 

11.3 

455 

19.9 

18.7 

19.9 

456 

17.2 

18.4 

17.0 

457 

14.5 

13.7 

14.5 

458 

12.5 

14.3 

13.4 

459 

18.5 

16.4 

15.1 

460 

20.6 

21.7 

19.1 

MEAN 

17.0 

17.1 

17.2 

SD 

3.43 

3.62 

4.21 

N 

10 

10 

10 

WBC  corrected  for  NRBC  =  or  >  10 


G-26 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


®  lh  [P  T 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Leukocytes 


STUDY  ID:  U1C-15B  SEX:  MALE 

STUDY  NO:  1!i2 

ABBR:  UBC  UNITS:  10A3/mmA3 


Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

3-M:2.0  mg  base/kg/day 

501 

16.4 

17.2 

15.4 

502 

15.4 

18.9 

17.7 

503 

22.3 

24.1 

27.5 

504 

19.4 

25.2 

17.5 

505 

17.6 

20.0 

17.4 

506 

14.8 

20.8 

21.1 

507 

22.0 

22.4 

22.5 

508 

23.7 

21.0 

18.3 

509 

19.1 

19.5 

18.1 

510 

17.1 

17.0 

17.0 

MEAN 

18.8 

20.6 

19.3 

SD 

3.07 

2.70 

3.54 

N 

10 

10 

10 

GROUP: 

4-M-.9.0  mg  base/kg/day 

551 

28.6 

30.8 

34.7 

552 

26.1 

36.3 

24.6 

553 

26.3 

24.8 

29.8 

554 

33.3 

31.3 

27.8 

555 

18.3 

19.1 

14.8 

556 

31.9 

24.9 

21.6 

557 

25.2 

26.2 

23.4 

558 

17.1 

17.8 

-- 

559 

20.4 

23.6 

20.5 

560 

35.5 

32.6 

31.9 

561 

33.9 

MEAN 

26.3 

26.7 

26.3 

SD 

6.28 

5.95 

6.44 

N 

10 

10 

10 

WBC  corrected  for  NRBC  =  or  >  10 


(--)  -  Data  Unavailable 


G-27 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


WHITE  DIFFERENTIAL  DATA 


DIM! 


STUOY  ID:  U1C-15B 

STUDY  NO:  152  GROUP:  1-M  :  0  mg  base/kg/day  SEX:  MALE 


Animal  ID 


401 


402 


403 


404 


Week  4  Week  13  Week  26 


CNT 

ABS 

CNT 

ABS 

CNT 

ABS 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

18 

2.8 

13 

2.5 

12 

1.7 

I.  Neutrophils 

0 

0.0 

2 

0.4 

0 

0.0 

Lymphocytes 

78 

12.0 

82 

15.8 

80 

11.6 

Monocytes 

3 

0.5 

2 

0.4 

3 

0.4 

Eosinophi Is 

1 

0.2 

1 

0.2 

5 

0.7 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

15.4 

19.3 

14.5 

Nucleated  Red  Cells 

0 

0 

• 

0 

M.  Neutrophils 

8 

1.2 

25 

3.7 

21 

2.9 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

89 

13.2 

73 

10.8 

75 

10.2 

Monocytes 

3 

0.4 

2 

0.3 

2 

0.3 

Eosinophi Is 

0 

0.0 

0 

0.0 

2 

0.3 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

14.8 

14.8 

13.6 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

15 

2.0 

9 

1.3 

12 

1.6 

I.  Neutrophils 

1 

0.1 

0 

0.0 

0 

0.0 

Lymphocytes 

81 

11.0 

88 

12.8 

85 

11.5 

Monocytes 

3 

0.4 

2 

0.3 

1 

0.1 

Eosinophils 

0 

0.0 

1 

0.1 

2 

0.3 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

13.6 

14.5 

13.5 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

14 

3.1 

10 

2.3 

9 

1.6 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

84 

18.4 

89 

20.5 

89 

16.2 

Monocytes 

2 

0.4 

0 

0.0 

1 

0.2 

Eosinophi Is 

0 

0.0 

1 

0.2 

1 

0.2 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

21.9 

23.0 

18.2 

WBC  corrected  for  NRBC  =  or  >  10 


G-28 


SIX  MONTH  ORAL  TOXICITY  STUDY 
WR238605  SUCCINATE  IN  RATS 


WHITE  DIFFERENTIAL  DATA 


STUDY  ID:  U1C-15B 

STUDY  NO:  M2  GROUP:  1-M  :  0  mg  base/kg/day  SEX:  MALE 


Animal  ID 

Week 

CNT 

4 

ABS 

Week 

CNT 

13 

ABS 

Week 

CNT 

26 

ABS 

405 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

18 

3.6 

7 

1.3 

3 

0.5 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

79 

15.9 

92 

16.7 

97 

17.3 

Monocytes 

3 

0.6 

1 

0.2 

0 

0.0 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

20.1 

18.2 

17.8 

406 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

18 

2.6 

21 

3.6 

20 

3.3 

I.  Neutrophils 

1 

0.1 

1 

0.2 

0 

0.0 

Lymphocytes 

76 

11.2 

76 

12.9 

78 

12.7 

Monocytes 

5 

0.7 

1 

0.2 

2 

0.3 

Eosinophi Is 

0 

0.0 

1 

0.2 

0 

0.0 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

14.7 

17.0 

16.3 

407 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

26 

4.5 

17 

2.7 

16 

2.0 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

65 

11.3 

80 

12.6 

76 

9.7 

Monocytes 

5 

0.9 

2 

0.3 

5 

0.6 

Eosinophi Is 

4 

0.7 

1 

0.2 

3 

0.4 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

17.4 

15.7 

12.7 

408 

Nucleated  Red  Cel  Is 

0 

0 

0 

M.  Neutrophils 

9 

1.5 

16 

2.3 

21 

2.9 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

88 

14.3 

81 

11.5 

72 

9.9 

Monocytes 

3 

0.5 

2 

0.3 

4 

0.6 

Eosinophi Is 

0 

0.0 

1 

0.1 

3 

0.4 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

16.3 

14.2 

13.8 

UBC  corrected  for  NRBC  =  or  >  10 


G-29 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


ID  El  a  F  T 


WHITE  DIFFERENTIAL  DATA 


STUDY  ID:  Ui:-15B 

STUDY  NO:  152  GROUP:  1-M  :  0  mg  base/kg/day  SEX:  MALE 


Ueek 

CNT 

4 

ABS 

Week 

CNT 

13 

ABS 

Ueek 

CNT 

26 

ABS 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

26 

4.9 

4 

0.6 

10 

1.7 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

73 

13.7 

94 

15.2 

90 

15.7 

Monocytes 

1 

0.2 

2 

0.3 

0 

0.0 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

UBC 

18.8 

16.2 

17.4 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

13 

1.6 

18 

2.2 

22 

2.4 

1.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

82 

10.1 

78 

9.4 

71 

7.9 

Monocytes 

4 

0.5 

3 

0.4 

3 

0.3 

Eosinophi Is 

1 

0.1 

1 

0.1 

4 

0.4 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

UBC 

12.3 

12.1 

11.1 

UBC  correctec  for  NRBC  =  or  >  10 


G-30 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


IBS!! 


WHITE 

DIFFERENTIAL 

DATA 

STUDY  ID:  UIC-15B 

STUDY  NO:  152 

GROUP: 

2-M  :  0.5  mg  base/kg/day 

SEX:  MALE 

Animal  ID 

Week 

4 

Week 

13 

Week 

26 

CNT 

ABS 

CNT 

ABS 

CNT 

ABS 

451 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

16 

3.4 

15 

3.2 

25 

5.9 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

74 

15.7 

83 

17.8 

73 

17.2 

Monocytes 

7 

1.5 

2 

0.4 

1 

0.2 

Eosinophils 

3 

0.6 

0 

0.0 

1 

0.2 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

21.2 

21.5 

23.5 

452 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

18 

3.5 

23 

4.6 

20 

4.7 

I .  Neutrophi Is 

0 

0.0 

1 

0.2 

0 

0.0 

Lymphocytes 

75 

14.6 

69 

13.9 

77 

18.2 

Monocytes 

7 

1.4 

4 

0.8 

0 

0.0 

Eosinophi Is 

0 

0.0 

3 

0.6 

3 

0.7 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

19.5 

20.2 

23.6 

<>53 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

18 

2.5 

24 

3.8 

28 

4.1 

I .  Neutrophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

77 

10.7 

75 

11.9 

69 

10.1 

Monocytes 

5 

0.7 

1 

0.2 

1 

0.1 

Eosinophi Is 

0 

0.0 

0 

0.0 

2 

0.3 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

13.9 

15.8 

14.6 

454 

Nucleated  Red  Cells 

0 

0 

1 

M.  Neutrophils 

21 

2.6 

18 

1.9 

19 

2.1 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

78 

9.6 

82 

8.7 

79 

8.9 

Monocytes 

1 

0.1 

0 

0.0 

2 

0.2 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Basoph i l s 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

12.3 

10.6 

11.3 

WBC  corrects  for  NRBC  =  or  >  10 


G- 31 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


WHITE  DIFFERENTIAL  DATA 


STUDY  ID:  UIC-15B 

STUOY  NO:  152  GROUP:  2-M  :  0.5  mg  base/kg/day  SEX:  MALE 


Animal  ID 


455 


456 


457 


458 


Week  4  Week  13  Week  26 


CNT 

ABS 

CNT 

ABS 

CNT 

ABS 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

9 

1.8 

10 

1.9 

23 

4.6 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

86 

17.1 

88 

16.5 

72 

14.3 

Monocytes 

5 

1.0 

2 

0.4 

5 

1.0 

Eosinophils 

0 

0.0 

0 

0.0 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

W8C 

19.9 

18.7 

19.9 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

9 

1.5 

13 

2.4 

19 

3.2 

1.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

87 

15.0 

85 

15.6 

77 

13.1 

Monocytes 

4 

0.7 

0 

0.0 

3 

0.5 

Eosinophi Is 

0 

0.0 

2 

0.4 

1 

0.2 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

17.2 

18.4 

17.0 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

8 

1.2 

15 

2.1 

17 

2.5 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

83 

12.0 

81 

11.1 

76 

11.0 

Monocytes 

7 

1.0 

4 

0.5 

5 

0.7 

Eosinophi Is 

2 

0.3 

0 

0.0 

2 

0.3 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

14.5 

13.7 

14.5 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

8 

1.0 

6 

0.9 

10 

1.3 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

91 

11.4 

91 

13.0 

84 

11.3 

Monocytes 

0 

0.0 

2 

0.3 

2 

0.3 

Eosinophils 

1 

0.1 

1 

0.1 

4 

0.5 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

12.5 

14.3 

13.4 

WBC  corrected  for  NRBC  =  or  >  10 


G-32 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


WHITE  DIFFERENTIAL  DATA 


STUDY  ID:  UIC-15B 

STUDY  NO:  152  GROUP:  2-M  :  0.5  mg  base/kg/day  SEX:  HALE 


Ueek 

CNT 

4 

ABS 

Week 

CNT 

13 

ABS 

Week 

CNT 

26 

ABS 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

11 

2.0 

10 

1.6 

14 

2.1 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

85 

15.7 

85 

13.9 

84 

12.7 

Monocytes 

3 

0.6 

4 

0.7 

2 

0.3 

Eosinophi Is 

1 

0.2 

1 

0.2 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

UBC 

18.5 

16.4 

15.1 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

10 

2.1 

10 

2.2 

16 

3.1 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

87 

17.9 

87 

18.9 

80 

15.3 

Monocytes 

2 

0.4 

3 

0.7 

3 

0.6 

Eosinophi Is 

1 

0.2 

0 

0.0 

1 

0.2 

Basophi Is 

.  0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

UBC 

20.6 

21.7 

19.1 

UBC  corrected  for  NRBC  =  or  >  10 


G-33 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


WHITE  DIFFERENTIAL  DATA 


IF  I 


STUDY  ID:  U1C-15B 

STUDY  NO:  15-2  GROUP:  3-M  :  2.0  mg  base/kg/day  SEX:  HALE 


Animal  ID 

Week 

CNT 

4 

ABS 

Ueek 

CNT 

13 

ABS 

Week 

CNT 

26 

ABS 

501 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

18 

3.0 

19 

3.3 

18 

2.8 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

76 

12.5 

78 

13.4 

80 

12.3 

Monocytes 

6 

1.0 

1 

0.2 

1 

0.2 

Eosinophils 

0 

0.0 

2 

0.3 

1 

0.2 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

16.4 

17.2 

15.4 

502 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

20 

3.1 

11 

2.1 

16 

2.8 

I.  Neutrophils 

1 

0.2 

0 

0.0 

0 

0.0 

Lymphocytes 

79 

12.2 

85 

16.1 

81 

14.3 

Monocytes 

0 

0.0 

4 

0.8 

2 

0.4 

Eosinophils 

0 

0.0 

0 

0.0 

1 

0.2 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

15.4 

18.9 

17.7 

503 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

18 

4.0 

13 

3.1 

27 

7.4 

I.  Neutrophils 

1 

0.2 

0 

0.0 

0 

0.0 

Lymphocytes 

77 

17.2 

85 

20.5 

70 

19.3 

Monocytes 

4 

0.9 

1 

0.2 

1 

0.3 

Eosinophi Is 

0 

0.0 

1 

0.2 

2 

0.6 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

22.3 

24.1 

27.5 

504 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

11 

2.1 

13 

3.3 

9 

1.6 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

88 

17.1 

85 

21.4 

91 

15.9 

Monocytes 

1 

0.2 

2 

0.5 

0 

0.0 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

19.4 

25.2 

17.5 

UBC  corrected  for  NRBC  =  or  >  10 


G-34 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


WHITE  DIFFERENTIAL  DATA 


STUDY  ID:  UIC-15B 

STUDY  NO:  152  GROUP:  3-M  :  2.0  mg  base/kg/day  SEX:  MALE 


Animal  ID 


505 


506 


5  37 


508 


Week 

CNT 


Nucleated  Red  Cells 

0 

M.  Neutrophils 

10 

I.  Neutrophils 

0 

Lymphocytes 

88 

Monocytes 

2 

Eosinophi Is 

0 

Basophils 

0 

Atypical  Lymphocytes 

WBC 

0 

Nucleated  Red  Cells 

0 

M.  Neutrophils 

12 

I.  Neutrophils 

0 

Lymphocytes 

86 

Monocytes 

2 

Eosinophi Is 

0 

Basophils 

0 

Atypical  Lymphocytes 

WBC 

0 

Nucleated  Red  Cells 

0 

M.  Neutrophils 

20 

I.  Neutrophils 

0 

Lymphocytes 

77 

Monocytes 

3 

Eosinophi Is 

0 

Basophi Is 

0 

Atypical  Lymphocytes 

WBC 

0 

Nucleated  Red  Cells 

0 

M.  Neutrophils 

31 

I.  Neutrophils 

0 

Lymphocytes 

66 

Monocytes 

3 

Eosinophi Is 

0 

Basophi Is 

0 

Atypical  Lymphocytes 

WBC 

0 

Week  13  Week  26 


ABS 

CNT 

ABS 

CNT 

ABS 

0 

1 

1.8 

17 

3.4 

13 

2.3 

0.0 

0 

0.0 

0 

0.0 

15.5 

80 

16.0 

82 

14.3 

0.4 

1 

0.2 

3 

0.5 

0.0 

2 

0.4 

2 

0.3 

0.0 

0 

0.0 

0 

0.0 

0.0 

0 

0.0 

0 

0.0 

17.6 

20.0 

17.4 

0 

0 

1.8 

11 

2.3 

17 

3.6 

0.0 

0 

0.0 

0 

0.0 

12.7 

85 

17.7 

81 

17.1 

0.3 

3 

0.6 

2 

0.4 

0.0 

1 

0.2 

0 

0.0 

0.0 

0 

0.0 

0 

0.0 

0.0 

0 

0.0 

0 

0.0 

14.8 

20.8 

21.1 

1 

0 

4.4 

14 

3.1 

13 

2.9 

0.0 

1 

0.2 

0 

0.0 

16.9 

83 

18.6 

86 

19.4 

0.7 

2 

0.4 

1 

0.2 

0.0 

0 

0.0 

0 

0.0 

0.0 

0 

0.0 

0 

0.0 

0.0 

0 

0.0 

0 

0.0 

22.0 

22.4 

22.5 

0 

1 

7.3 

23 

4.8 

11 

2.0 

0.0 

0 

0.0 

0 

0.0 

15.6 

72 

15.1 

89 

16.3 

0.7 

5 

1.1 

0 

0.0 

0.0 

0 

0.0 

0 

0.0 

0.0 

0 

0.0 

0 

0.0 

0.0 

0 

0.0 

0 

0.0 

23.7 

21.0 

18.3 

WBC  corrected  for  NRBC  =  or  >  10 


G-35 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


d  i  ft  n 


WHITE  DIFFERENTIAL  DATA 


STUDY  ID:  UIC-15B 
STUDY  NO:  15? 


GROUP:  3-M  :  2.0  mg  base/kg/day 


Week 

4 

Week 

13 

Week 

26 

CNT 

ABS 

CNT 

ABS 

CNT 

ABS 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

24 

4.6 

18 

3.5 

20 

3.6 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

72 

13.8 

81 

15.8 

80 

14.5 

Monocytes 

4 

0.8 

1 

0.2 

0 

0.0 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

19.1 

19.5 

18.1 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

22 

3.8 

20 

3.4 

19 

3.2 

I.  Neutrophils 

1 

0.2 

0 

0.0 

0 

0.0 

Lymphocytes 

76 

13.0 

80 

13.6 

80 

13.6 

Monocytes 

0 

0.0 

0 

0.0 

1 

0.2 

Eosinophi Is 

1 

0.2 

0 

0.0 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

17.1 

17.0 

17.0 

SEX:  MALE 


Animal  ID 


509 


510 


WBC  corrected  for  NRBC  =  or  >  10 


G-36 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


WHITE  DIFFERENTIAL  DATA 


STUDY  ID:  U1C-15B 
STUDY  NO:  152 


Animal  10 


551 


552 


553 


554 


GROUP:  4-M  :  9.0  mg  base/kg/day  SEX:  KALE 


Week  4 

CNT 

► 

ABS 

Week 

CNT 

13 

ABS 

Week 

CNT 

26 

ABS 

Nucleated  Red  Cel  Is 

0 

1 

0 

M.  Neutrophils 

8 

2.3 

17 

5.2 

12 

4. 

.2 

I.  Neutrophils 

0 

0.0 

1 

0.3 

0 

0. 

.0 

Lymphocytes 

89 

25.5 

76 

23.4 

85 

29. 

.5 

Monocytes 

3 

0.9 

6 

1.8 

3 

1. 

.0 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

0. 

.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0. 

.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0. 

.0 

WBC 

28.6 

30.8 

34. 

.7 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

13 

3.4 

10 

3.6 

14 

3. 

.4 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0. 

.0 

Lymphocytes 

84 

21.9 

85 

30.9 

83 

20. 

.4 

Monocytes 

3 

0.8 

4 

1.5 

3 

0. 

.7 

Eosinophi Is 

0 

0.0 

1 

0.4 

0 

0. 

.0 

Basoph i l s 

0 

0.0 

0 

0.0 

0 

0. 

.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0. 

.0 

WBC 

26.1 

36.3 

24. 

.6 

Nucleated  Red  Cells 

0 

0 

2 

M.  Neutrophils 

12 

3.2 

12 

3.0 

16 

4. 

.8 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0. 

.0 

Lymphocytes 

86 

22.6 

86 

21.3 

79 

23 

.5 

Monocytes 

2 

0.5 

2 

0.5 

5 

1, 

.5 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

0, 

.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0, 

.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0, 

.0 

UBC 

26.3 

24.8 

29 

.8 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

22 

7.3 

11 

3.4 

19 

5 

.3 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0 

.0 

Lymphocytes 

74 

24.6 

86 

26.9 

80 

22 

.2 

Monocytes 

4 

1.3 

3 

0.9 

1 

0 

.3 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

0 

.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0 

.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0 

.0 

WBC 

33.3 

31.3 

27 

.8 

UBC  corrected  for  NRBC  =  or  >  10 


G-3  7 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


WHITE  DIFFERENTIAL  DATA 


STUDY  ID:  UIC-15B 

STUDY  NO:  15:2  GROUP:  4-M  :  9.0  mg  base/kg/day  SEX:  KALE 


Week 

CNT 

4 

ABS 

Week 

CNT 

13 

ABS 

Week 

CNT 

26 

ABS 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

17 

3.1 

19 

3.6 

19 

2.8 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

81 

14.8 

79 

15.1 

76 

11.2 

Monocytes 

2 

0.4 

2 

0.4 

5 

0.7 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

18.3 

19.1 

14.8 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

20 

6.4 

18 

4.5 

16 

3.5 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

78 

24.9 

82 

20.4 

77 

16.6 

Monocytes 

1 

0.3 

0 

0.0 

6 

1.3 

Eosinophi  Is 

1 

0.3 

0 

0.0 

1 

0.2 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

31.9 

24.9 

21.6 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

11 

2.8 

22 

5.8 

15 

3.5 

!.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

81 

20.4 

77 

20.2 

82 

19.2 

Monocytes 

7 

1.8 

0 

0.0 

3 

0.7 

Eosinophi Is 

1 

0.3 

1 

0.3 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

25.2 

26.2 

23.4 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

22 

3.8 

33 

5.9 

0 

-- 

!.  Neutrophils 

0 

0.0 

0 

0.0 

0 

-- 

Lymphocytes 

75 

12.8 

65 

11.6 

0 

-- 

Monocytes 

3 

0.5 

2 

0.4 

0 

-- 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

-- 

Basophils 

0 

0.0 

0 

0.0 

0 

-- 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

-- 

WBC 

17.1 

17.8 

-- 

WBC  corrected  for  NRBC  =  or  >  10 


(--)  -  Data  Unavailable 
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WHITE  DIFFERENTIAL  DATA 


stuoy  io:  u;:c-i5B 

STUDY  NO:  1!>2  GROUP:  4-M  :  9.0  mg  base/kg/day  SEX:  HALE 


Animal  10 

Week 

CNT 

4 

ABS 

Week 

CNT 

13 

ABS 

Week 

CNT 

26 

ABS 

559 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

11 

2.2 

9 

2.1 

21 

4.3 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

83 

16.9 

87 

20.5 

77 

15.8 

Monocytes 

6 

1.2 

4 

0.9 

1 

0.2 

Eosinophils 

0 

0.0 

0 

0.0 

1 

0.2 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

20.4 

23.6 

20.5 

560 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

18 

6.4 

20 

6.5 

18 

5.7 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

79 

28.0 

78 

25.4 

77 

24.6 

Monocytes 

3 

1.1 

2 

0.7 

3 

1.0 

Eosinophils 

0 

0.0 

0 

0.0 

2 

0.6 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

35.5 

32.6 

31.9 

561 

Nucleated  Red  Cel  Is 

0 

0 

0 

M.  Neutrophils 

0 

-- 

0 

-- 

14 

4.7 

I.  Neutrophils 

0 

0 

— 

1 

0.3 

Lymphocytes 

0 

-- 

0 

-- 

82 

27.8 

Monocytes 

0 

-« 

0 

-- 

3 

1.0 

Eosinophils 

0 

-- 

0 

-- 

0 

0.0 

Basophi Is 

0 

-- 

0 

-- 

0 

0.0 

Atypical  Lymphocytes 

0 

-- 

0 

-- 

0 

0.0 

WBC 

-- 

-- 

33.9 

WBC  corrected  for  NRBC  =  or  >  10 


(--)  -  Data  Unavailable 
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RBC  MORPHOLOGY  OBSERVATIONS 


STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152  GROUP:  1-M  :  0  mg  base/kg/day 


Animal  ID 

Week  4 

Week  13 

Week  26 

401 

Normal  Red  Blood 

Normal  Red  Blood 

Normal  Red  Blood 

Cells 

Cells 

Cells 

402 

Normal  Red  Blood 

Normal  Red  Blood 

Anisocytosis,Sl ight 

Cel  Is 

Cel  Is 

403 

Normal  Red  Blood 

Normal  Red  Blood 

Normal  Red  Blood 

Cells 

Cells 

cells 

404 

Anisocytosis,$ light 

Normal  Red  Blood 

Normal  Red  Blood 

Cel  Is 

Cells 

405 

Normal  Red  Blood 

Normal  Red  Blood 

Normal  Red  Blood 

Cells 

Cel  Is 

Cel  Is 

406 

Normal  Red  Blood 

Normal  Red  Blood 

Normal  Red  Blood 

Cel  Is 

Cells 

Cells 

407 

Normal  Red  Blood 

Normal  Red  Blood 

Normal  Red  Blood 

Cells 

Cel  Is 

Cel  Is 

408 

Clumped  Platelets, 

Normal  Red  Blood 

Clumped  Platelets, 

Slight 

Cel  Is 

Si ight;Normal  Red 

Blood  Cells 

409 

Normal  Red  Blood 

Normal  Red  Blood 

Normal  Red  Blood 

Cells 

Cel  Is 

Cells 

410 

Normal  Red  Blood 

Polychromasia,Sl ight 

Normal  Red  Blood 

Cells 

Anisocytosis,SL ight 

Cel  Is 
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RBC  MORPHOLOGY  OBSERVATIONS 


STUDY 

STUDY 

ID: 

NO: 

UIC-15B 

1!>2 

GROUP:  2-M 

:  0.5  mg  base/kg/day 

SEX:  MALE 

Animal  ID 

Week  4 

Week  13 

Week  26 

451 

Normal 

Cells 

Red 

Blood 

Anisocytosis,Sl ight 

Ani  socytos  is.  Si  i  gh-t. 

452 

Normal 

Cells 

Red 

Blood 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cells 

453 

Normal 

Cel  Is 

Red 

Blood 

Anisocytosis,Sl ight; 
Hyper -Segmented 
Neutrophils,S light 

Normal  Red  Blood 

Cells 

454 

Normal 

Cells 

Red 

Blood 

Anisocytosis,Sl ight 

Normal  Red  Blood 

Cells 

455 

Normal 

Cel  Is 

Red 

Blood 

Normal  Red  Blood 

Cel  Is 

Normal  Red  Blood 

Cells 

456 

Normal 

Cells 

Red 

Blood 

Poiki locytes,Sl ight 

Normal  Red  Blood 

Cells 

457 

Normal 

Cells 

Red 

Blood 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cells 

458 

Normal 

Cel  Is 

Red 

Blood 

Doiki locytes,Slight; 
Anisocytosis,Sl ight 

Normal  Red  Blood 

Cells 

459 

Normal 

Cells 

Red 

Blood 

Anisocytosis,Sl ight 

Anisocytosis,Sl ight; 

Poiki locytes,Sl ight 

460 

Polychromasia, SI ight 

Normal  Red  Blood 

Cel  Is 

Normal  Red  Blood 

Cells 

G-4 1 


Anil 

501 

502 

503 

504 

505 

506 

507 

508 

509 

510 
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RBC  MORPHOLOGY  OBSERVATIONS 


ids  an 


GROUP:  3-M  :  2.0  mg  base/kg/day 


Week  4 

Week  13 

Week  26 

Normal 

Cells 

Red 

Blood 

Normal 

Cells 

Red 

Blood 

Poiki locytes,Slight 

Normal 

Cells 

Red 

Blood 

Normal 

Cells 

Red 

Blood 

Anisocytosis,Sl ight 

Normal 

Cells 

Red 

Blood 

Normal 

Cells 

Red 

Blood 

An i socytos i s , S l i gh  t 

Normal 

Cel  Is 

Red 

Blood 

Normal 

Cells 

Red 

Blood 

Normal  Red  Blood 

Cells 

Normal 

Cells 

Red 

Blood 

Anisocytosis,Sl ight 

Normal  Red  Blood 

Cells 

Normal 

Cells 

Red  Blood 

Normal 
Cel  Is 

Red 

Blood 

Normal  Red  Blood 

Cells 

Normal 

Cells 

Red 

Blood 

Poiki locytes,Sl ight 

Normal  Red  Blood 

Cells 

Normal 

Cells 

Red  Blood 

Normal 

Cells 

Red 

Blood 

An i socytos i s , S l i gh  t 

Normal 

Cells 

Red 

Blood 

Normal 

Cel  Is 

Red 

Blood 

Normal  Red  Blood 

Cells 

Normal 

Cells 

Red 

Blood 

Normal 

Cells 

Red 

Blood 

Normal  Red  Blood 
Cells 

SEX:  HALE 
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RBC  MORPHOLOGY  OBSERVATIONS 


STUDY  ID:  U1C-15B  SEX:  HALE 

STUDY  NO:  15  2  GROUP:  4-M  :  9.0  mg  base/kg/day 


Animal  ID 

Week  4 

Week  13 

Week  26 

551 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cells 

Clumped  Platelets, 
SI ight;Normal  Red 
Blood  Cel  Is 

552 

Anisocytosis, SI ight 

Anisocytosis, SI ight 

Normal  Red  Blood 
Cells 

553 

Normal  Red  Blood 

Cel  Is 

Normal  Red  Blood 

Cells 

Poiki locytes,SL ight 

554 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cells 

Poiki locytes,Slight 

555 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cel  Is 

556 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 
Cells 

557 

Polychromasia, SI ight 

Poiki locytes,Sl ight; 
Anisocytosis,Sl ight 

Normal  Red  Blood 

Cells 

558 

Polychromasia,Sl ight 

Normal  Red  Blood 

Cells 

-- 

559 

Normal  Red  Blood 

Cells 

Anisocytosis,SL ight 

Normal  Red  Blood 

Cells 

560 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 
Cells 

561 

-- 

-- 

Normal  Red  Blood 

Cells 

(--)  -  Data  Unavailable 
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INDIVIDUAL 

ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Erythrocytes 

STUDY  ID:  UIC-15B 

SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  RBC 

UNITS:  10A6/nriA3 

Animal 

10  Week  A 

Week  13 

Week  26 

GROUP: 

1  - F:0  mg  base/kg/day 

426 

7.32 

7.99 

7.56 

427 

7.37 

7.93 

7.86 

428 

7.18 

7.98 

8.25 

429 

7.40 

7.76 

7.52 

430 

7.42 

7.43 

7.06 

431 

7.20 

7.94 

7.65 

432 

7.65 

8.58 

8.08 

433 

7.09 

7.27 

7.43 

434 

7.66 

7.84 

7.44 

435 

7.61 

8.28 

8.07 

MEAN 

7.39 

7.90 

7.69 

SO 

0.201 

0.375 

0.367 

N 

10 

10 

10 

GROUP: 

2- F : 0.5  mg  base/kg/day 

476 

7.34 

8.83 

7.85 

4  77 

8.04 

8.44 

7.68 

478 

7.23 

7.49 

7.15 

479 

7.26 

7.57 

7.42 

480 

7.35 

7.71 

7.66 

481 

7.12 

7.12 

7.02 

482 

7.63 

7.75 

7.84 

483 

7.34 

7.41 

7.55 

484 

7.19 

7.82 

7.58 

485 

7.59 

7.49 

7.63 

MEAN 

7.41 

7.76 

7.54 

SD 

0.275 

0.509 

0.272 

N 

10 

10 

10 
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INDIVIDUAL 

ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Erythrocytes 

STUDY  ID:  UIC-15B 

SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  RBC 

UNITS:  1 0A6/mmA3 

Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

3-F:2.0  mg  base/kg/day 

526 

6.82 

7.49 

7.79 

527 

7.36 

7.34 

7.63 

528 

7.29 

7.79 

7.47 

529 

6.79 

6.84 

7.08 

530 

6.91 

7.07 

7.22 

531 

7.23 

7.07 

6.99 

532 

7.66 

8.07 

7.39 

533 

6.93 

7.76 

7.34 

534 

7.32 

6.99 

7.35 

535 

6.90 

7.36 

7.02 

MEAN 

7.12 

7.38 

7.33 

SD 

0.290 

0.400 

0.261 

N 

10 

10 

10 

GROUP: 

576 

4-F:9.0  mg  base/kg/day 

6.71  7.34 

7.40 

577 

6.63 

7.13 

6.95 

578 

6.72 

8.02 

7.51 

579 

6.57 

7.55 

7.84 

580 

6.29 

7.15 

7.20 

581 

6.70 

7.02 

7.07 

582 

6.57 

6.73 

6.91 

583 

6.99 

7.51 

7.91 

584 

6.76 

7.30 

7.56 

585 

6.11 

7.06 

7.08 

HEAN 

6.61 

7.28 

7.34 

SD 

0.248 

0.355 

0.358 

N 

10 

10 

10 
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INDIVIDUAL 

ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Hemoglobin 

STUDY  ID:  UIC-15B 

SEX:  FEMALE 

STUDY  NO:  151! 

ABBR :  HGB 

UNITS:  g/dL 

Animal 

ID  Week  U 

Week  13 

Week  26 

GROUP: 

1  - F : 0  mg  base/kg/day 

426 

16.5 

16.3 

15.0 

427 

16.4 

15.9 

15.8 

428 

16.1 

15.7 

16.1 

429 

15.3 

15.5 

14.7 

. 

430 

15.6 

14.9 

14.4 

431 

15.7 

16.0 

15.4 

432 

16.0 

16.2 

15.3 

433 

15.2 

14.8 

14.9 

434 

16.8 

16.8 

15.4 

435 

16.1 

16.0 

15.3 

MEAN 

16.0 

15.8 

15.2 

SO 

0.52 

0.62 

0.50 

N 

10 

10 

10 

GROUP: 

2-F:0.5  mg  base/kg/day 

476 

15.1 

16.5 

15.0 

477 

16.7 

16.2 

15.0 

478 

15.6 

14.9 

14.4 

479 

15.9 

15.4 

15.2 

480 

15.9 

15.8 

14.9 

481 

15.1 

14.7 

14.9 

482 

15.6 

15.2 

14.9 

483 

15.8 

15.2 

15.4 

484 

15.0 

15.1 

15.0 

485 

15.9 

14.9 

14.8 

MEAN 

15.7 

15.4 

15.0 

SD 

0.51 

0.59 

0.26 

N 

10 

10 

10 
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INDIVIDUAL 

ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Hemoglobin 

STUDY  ID:  UIC-15B 

SEX:  FEMALE 

STUDY  NO:  152 

ABBR :  HGB 

UNITS:  g/dL 

Animat 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

3-F:2.0  mg  base/kg/day 

526 

14.7 

14.9 

14.9 

527 

16.0 

14.9 

15.2 

528 

15.3 

15.1 

15.1 

529 

14.8 

13.9 

14.3 

530 

15.2 

14.6 

14.7 

531 

15.3 

14.4 

14.4 

532 

17.3 

17.2 

15.4 

533 

14.8 

14.9 

14.4 

534 

15.7 

18. 13 

14.9 

535 

15.3 

15.0 

14.3 

MEAN 

15.4 

15.0 

14.8 

SD 

0.77 

0.91 

0.40 

N 

10 

9 

10 

GROUP: 

4-F:9.0  mg  base/kg/day 

576 

15.0 

15.4 

15.0 

577 

14.5 

14.4 

13.4 

578 

13.9 

15.0 

13.3 

579 

14.8 

15.4 

15.1 

580 

14.1 

14.4 

14.2 

581 

14.5 

14.7 

14.3 

582 

14.7 

13.2 

12.9 

583 

14.3 

14.5 

14.4 

584 

14.7 

14.9 

14.9 

585 

13.8 

14.4 

13.8 

MEAN 

14.4 

14.6 

14.1 

SD 

0.40 

0.63 

0.76 

N 

10 

10 

10 

a  -  Excluded  -  apparent  outlier  (>  3  SDs  from  the  mean) 
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INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Hematocrit 


STUDY  ID:  UIM5B 

SEX:  FEMALE 

STUDY  NO:  15? 

ABBR:  HCT 

UNITS:  X 

Animal  ID 

Week  4 

Week  13 

Week  26 

GROUP: 

1  - F : 0  mg  base/kg/day 

426 

42.3 

44.3 

43.8 

427 

43.3 

44.0 

45.2 

428 

41.4 

43.3 

46.0 

429 

41.4 

42.0 

41.6 

430 

43.7 

42.6 

41.7 

431 

41.3 

43.5 

43.1 

432 

45.1 

45.6 

45.1 

433 

40.5 

40.1 

41.6 

434 

46.6 

47.0 

45.7 

435 

43.4 

43.8 

44.5 

MEAN 

42.9 

43.6 

43.8 

SO 

1.91 

1.89 

1.74 

N 

10 

10 

10 

GROUP: 

2-F:0.5  mg  base/kg/day 

476 

40.4 

46.4 

43.0 

4  77 

44.9 

44.5 

41.9 

478 

42.4 

42.8 

42.2 

479 

42.5 

42.6 

43.2 

480 

42.0 

42.3 

43.6 

481 

43.2 

42.4 

43.8 

482 

44  * 

43.2 

44.1 

483 

42.5 

41.4 

44.2 

484 

40.8 

43.2 

42.9 

485 

42.2 

40.8 

42.7 

MEAN 

42.5 

43.0 

43.2 

SD 

1.35 

1.57 

0.77 

N 

10 

10 

10 
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INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Hematocrit 


STUDY 

ID: 

UIC-15B 

SEX:  FEMALE 

STUDY 

NO: 

152 

ABBR: 

HCT 

UNITS:  X 

Animal  ID 

Week  4 

Week  13 

Week  26 

GROUP:  3-F:2.0  mg  base/kg/day 


526 

38.9 

40.5 

43.5 

527 

42.9 

42.4 

44.6 

528 

40.4 

41.9 

41.2 

529 

38.8 

37.8 

40.2 

530 

39.9 

40.2 

42.3 

531 

41.0 

39.3 

40.8 

532 

44.3 

46.4 

43.5 

533 

38.5 

41.4 

40.8 

534 

42.7 

39.8 

42.6 

535 

40.0 

41.7 

41.5 

MEAN 

40.7 

41.1 

42.1 

SD 

1.97 

2.31 

1.44 

N 

10 

10 

10 

GROUP: 

4- F :9.0  mg  base/kg/day 

576 

40.7 

43.7 

44.8 

577 

39.8 

41.9 

40.9 

578 

37.7 

43.0 

38.7 

579 

40.1 

44.8 

45.3 

580 

37.2 

40.0 

40.2 

581 

40.3 

41.3 

41.8 

582 

38.8 

37.1 

37.9 

583 

38.7 

40.8 

41.4 

584 

41.4 

43.7 

44.7 

585 

36.2 

39.8 

40.3 

MEAN 

39.1 

41.6 

41.6 

SD 

1.67 

2.31 

2.58 

N 

10 

10 

10 
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INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 

TEST:  Mean  Corpuscular  Volume 

STUDY  ID:  UIC-15B 

SEX:  FEMALE 

STUDY  MO:  1!>2 

ABBR:  MCV 

UNITS:  ft 

Animal 

ID  Week  4  Week  13 

Week  26 

GROUP: 

1  - F : 0  mg  base/kg/day 

426 

57.8 

55.4 

57.9 

427 

58.8 

55.5 

57.5 

428 

57.7 

54.3 

55.8 

429 

55.9 

54.1 

55.3 

430 

58.9 

57.3 

59.1 

431 

57.4 

54.8 

56.3 

432 

59.0 

53.1 

55.8 

433 

57.1 

55.2 

56.0 

434 

60.8 

59.9 

61.4 

435 

57.0 

52.9 

55.1 

MEAN 

58.0 

55.3 

57.0 

SD 

1.37 

2.07 

1.99 

N 

10 

10 

10 

GROUP: 

2-F:0.5  mg  base/kg/day 

476 

55.0 

52.5 

54.8 

477 

55.8 

52.7 

54.6 

478 

58.6 

57.1 

59.0 

479 

58.5 

56.3 

58.2 

480 

57.1 

54.9 

56.9 

481 

60.7 

59.6 

62.4 

482 

57.8 

55.7 

56.3 

483 

57.9 

55.9 

58.5 

484 

56.7 

55.2 

56.6 

485 

55.6 

54.5 

56.0 

MEAN 

57.4 

55.4 

57.3 

SD 

1.70 

2.07 

2.31 

N 

10 

10 

10 

G-50 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


K3MT 


INDIVIDUAL  ANIMAL  HEMATOLOGY 
TEST:  Mean  Corpuscular 

REPORT  BY  GROUP 
Volume 

STUDY  ID:  UIC-15B 

SEX:  FEMALE 

STUDY  NO:  152 

ABBR :  MCV 

UNITS:  fl 

Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

3 - F : 2.0  mg  base/kg/day 

526 

57.0 

54.1 

55.8 

527 

58.3 

57.8 

58.5 

528 

55.4 

53.8 

55.2 

529 

57.1 

55.3 

56.8 

530 

57.7 

56.9 

58.6 

531 

56.7 

55.6 

58.4 

532 

57.8 

57.5 

58.9 

533 

55.6 

53.4 

55.6 

534 

58.3 

56.9 

58.0 

535 

58.0 

56.7 

59.1 

MEAN 

57.2 

55.8 

57.5 

SD 

1.04 

1.60 

1.49 

N 

10 

10 

10 

GROUP:  4-1 

F : 9. 0  mg  base/kg/day 

576 

60.7 

59.5 

60.5 

577 

60.0 

58.8 

58.8 

578 

56.1 

53.6 

51.5 

579 

61.0 

59.3 

57.8 

580 

59.1 

55.9 

55.8 

581 

60.1 

58.8 

59.1 

582 

59.1 

55.1 

54.8 

583 

55.4 

54.3 

52.3 

584 

61.2 

59.9 

59.1 

585 

59.2 

56.4 

56.9 

MEAN 

59.2 

57.2 

56.7 

SD 

1.97 

2.36 

3.03 

N 

10 

10 

10 

G-51 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


Ban 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Mean  Corpuscular  Hemoglobin 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  MCH  UNITS:  pg 


Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

1 - F :0  mg  base/kg/day 

426 

22.5 

20.4 

19.8 

427 

22.3 

20.1 

20.1 

428 

22.4 

19.7 

19.5 

429 

20-7 

20.0 

19.5 

430 

21.0 

20.1 

20.4 

431 

21.8 

20.2 

20.1 

432 

20.9 

18.9 

18.9 

433 

21.4 

20.4 

20-1 

434 

21.9 

21.4 

20.7 

435 

21.2 

19.3 

19.0 

MEAN 

21.6 

20.1 

19.8 

SD 

0.66 

0.68 

0.58 

N 

10 

10 

10 

GROUP: 

2-F:0.5  mg  base/kg/day 

476 

20.6 

18.7 

1 9 1 1 

477 

20.8 

19.2 

19.5 

478 

21.6 

19.9 

20.1 

479 

21.9 

20.3 

20.5 

480 

21.6 

20.5 

19.5 

481 

21.2 

20.6 

21.2 

482 

20.4 

19.6 

19.0 

483 

21.5 

20.5 

20.4 

484 

20.9 

19.3 

19.8 

485 

20.9 

19.9 

19.4 

MEAN 

21.1 

19.9 

19.9 

SD 

0.49 

0.64 

0.69 

N 

10 

10 

10 

G-52 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Mean  Corpuscular  Hemoglobin 


STUDY  ID:  U1C-15B  SEX:  FEMALE 

STUDY  NO:  1J2 

ABBR:  MCH  UNITS:  pg 


Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

3-F:2.0  mg  base/kg/day 

526 

21.6 

19.9 

19.1 

527 

21.7 

20.3 

19.9 

528 

21.0 

19.4 

20.2 

529 

21.8 

20.3 

20.2 

530 

22.0 

20.7 

20.4 

531 

21.2 

20.4 

20.6 

532 

22.6 

21.3 

20.8 

533 

21.4 

19.2 

19.6 

534 

21.4 

25.93 

20.3 

535 

22.2 

20.4 

20.4 

MEAN 

21.7 

20.2 

20.2 

SD 

0.48 

0.64 

0.50 

N 

10 

9 

10 

GROUP:  4-1 

::9.0  mg  base/kg/day 

576 

22.4 

21.0 

20.3 

577 

21.9 

20.2 

19.3 

578 

20.7 

18.7 

17.7 

579 

22.5 

20.4 

19.3 

580 

22.4 

20.1 

19.7 

581 

21.6 

20.9 

20.2 

582 

22.4 

19.6 

18.7 

583 

20.5 

19.3 

18.2 

584 

21.7 

20.4 

19.7 

585 

22.6 

20.4 

19.5 

MEAN 

21.9 

20.1 

19.3 

SD 

0.75 

0.71 

0.84 

N 

10 

10 

10 

a  -  Excluded  -  apparent  outlier  (>  3  SDs  from  the  mean) 


G-53 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL 

ANIMAL  HEMATOLOGY 

REPORT  BY  GROUP 

TEST: 

Mean  Corpus 

.  Hemo 

.  Cone . 

STUDY  ID:  UIC-15B 
STUDY  NO:  152 

SEX:  FEMALE 

ABBR:  MCHC 

UNITS:  g/dL 

Animal 

ID  Week  4  Week  13 

Week  26 

GROUP: 

1 - F ;0  mg  base/kg/ day 

426 

39.0 

36.8 

34.2 

427 

37.9 

36.1 

35.0 

428 

38.9 

36.3 

35.0 

429 

37.0 

36.9 

35.3 

430 

35.7 

35.0 

34.5 

431 

38.0 

36.8 

35.7 

432 

35.5 

35.5 

33.9 

433 

37.5 

36.9 

35.8 

434 

36.1 

35.7 

33.7 

435 

37.1 

36.5 

34.4 

MEAN 

37.3 

36.3 

34.8 

SD 

1.23 

0.66 

0.73 

N 

10 

10 

10 

GROUP: 

2-F:0.5  mg  base/kg/day 

476 

37.4 

35.6 

34.9 

4  77 

37.2 

36.4 

35.8 

478 

36.8 

34.8 

34.1 

479 

37.4 

36.2 

35.2 

480 

37.9 

37.4 

34.2 

481 

35.0 

34.7 

34.0 

482 

35.4 

35.2 

33.8 

483 

37.2 

36.7 

34.8 

484 

36.8 

35.0 

35.0 

485 

37.7 

36.5 

34.7 

MEAN 

36.9 

35.9 

34.7 

SD 

0.95 

0.92 

0.62 

N 

10 

10 

10 

G-54 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL 

TEST: 

ANIMAL  HEMATOLOGY 
Mean  Corpus .  Hemo 

REPORT  BY  GROUP 
.  Cone . 

STUDY  ID:  UIC-15B 

SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  MCHC 

UNITS:  g/dL 

Animal 

ID  Week  4  Week  13 

Week  26 

GROUP: 

3-F:2.0  mg  base/kg/day 

526 

37.8 

36.8 

34.3 

527 

37.3 

35.1 

34.1 

528 

37.9 

36.0 

36.7 

529 

38.1 

36.8 

35.6 

530 

38.1 

36.3 

34.8 

531 

37.3 

36.6 

35.3 

532 

39.1 

37.1 

35.4 

533 

38.4 

36.0 

35.3 

534 

36.8 

45.53 

35.0 

535 

38.3 

36.0 

34.5 

MEAN 

37.9 

36.3 

35.1 

SD 

0.66 

0.61 

0.75 

N 

10 

9 

10 

GROUP:  4-1 

F : 9. 0  mg  base/kg/day 

576 

36.9 

35.2 

33.5 

577 

36.4 

34.4 

32.8 

578 

36.9 

34.9 

34.4 

579 

36.9 

34.4 

33.3 

580 

37.9 

36.0 

35.3 

581 

36.0 

35.6 

34.2 

582 

37.9 

35.6 

34.0 

583 

37.0 

35.5 

34.8 

584 

35.5 

34.1 

33.3 

585 

38.1 

36.2 

34.2 

MEAN 

37.0 

35.2 

34.0 

SD 

0.85 

0.72 

0.76 

N 

10 

10 

10 

a)  -  Excluded  -  apparent  outlier  (>  3  SDs  from  the  mean) 


G-55 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL 

ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Reticulocytes 

STUDY  ID:  UIC-15B 

SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  RETICS 

UNITS:  X  RBCs 

Animat 

ID  Week  4  Week  13 

Week  26 

GROUP: 

1  - F :0  mg  base/kg/day 

426 

0.7 

0.3 

1.2 

427 

0.5 

0.4 

0.8 

428 

0.4 

0.6 

0.8 

429 

0.9 

0.7 

1.1 

430 

0.3 

0.5 

1.3 

431 

0.4 

0.4 

1.4 

432 

0.5 

0.2 

1.1 

433 

0.7 

0.9 

1.0 

434 

0.8 

0.3 

1.4 

435 

0.6 

0.5 

1.2 

MEAN 

0.6 

0.5 

1.1 

SD 

0.19 

0.21 

0.22 

N 

10 

10 

10 

GROUP: 

476 

2- F:0.5  mg  base/kg/day 

0.6  0.5 

1.2 

477 

0.8 

0.4 

0.5 

478 

0.8 

0.4 

1.6 

479 

0.3 

0.6 

0.9 

480 

0.5 

0.3 

1.0 

481 

1.0 

1.1 

1.2 

482 

0.6 

0.9 

1.0 

483 

0.8 

0.4 

0.3 

484 

0.7 

0.4 

1.1 

485 

0.3 

0.8 

1.0 

MEAN 

0.7 

0.6 

1.0 

SD 

0.23 

0.27 

0.36 

N 

10 

10 

10 

G-56 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


i  usm 


INDIVIDUAL 

ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Reticulocytes 

STUDY  ID:  UIC-15B 

SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  RETICS 

UNITS:  X  RBCs 

Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

3- F : 2 . 0  mg  base/kg/day 

526 

0.8 

1.4 

1.5 

527 

0.6 

1.4 

0.9 

528 

0.5 

0.0 

0.8 

529 

0.8 

0.5 

0.8 

530 

0.2 

0.4 

0.7 

531 

1.1 

0.4 

0.3 

532 

1.3 

0.4 

0.5 

533 

1.0 

0.5 

1.6 

534 

1.5 

0.2 

1.4 

535 

0.8 

0.9 

0.7 

MEAN 

0.9 

0.6 

0.9 

SD 

0.38 

0.47 

0.44 

N 

10 

10 

10 

GROUP: 

576 

4-F:9.0  mg  base/kg/day 

1.1  0.2 

1.5 

577 

0.9 

2.0 

2.5 

578 

2.3 

0.7 

1.5 

579 

1.1 

1.1 

2.1 

580 

0.8 

0.8 

1.7 

581 

2.0 

0.9 

1.1 

582 

2.0 

1.5 

2.2 

583 

1.4 

0.8 

1.3 

584 

1.2 

0.9 

1.2 

585 

1.6 

1.0 

1.4 

MEAN 

1.4 

1.0 

1.7 

SD 

0.51 

0.48 

0.47 

N 

10 

10 

10 

G-57 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


T3 

LI 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Heinz  Bodies 


STUDY 

ID:  UIC-15B 

SEX:  FEMALE 

STUDY 

NO:  152 

ABBR: 

HEINZ  BOO. 

UNITS:  %  RBCs 

Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

1-F:0  mg  base/kg/day 

426 

0.0 

0.0 

0.0 

427 

0.0 

0.1 

0.0 

428 

0.0 

0.0 

0.0 

429 

0.0 

0.0 

0.0 

430 

0.0 

0.0 

0.0 

431 

0.0 

0.0 

0.0 

432 

0.0 

0.0 

0.0 

433 

0.0 

0.0 

0.0 

434 

0.0 

0.0 

0.0 

435 

0.0 

0.0 

0.0 

MEAN 

0.0 

0.0 

0.0 

SD 

0.00 

0.03 

0.00 

N 

10 

10 

10 

GROUP: 

2-F:0.5  mg  base/kg/day 

476 

0.0 

0.1 

0.0 

477 

0.0 

0.0 

0.0 

478 

0.0 

o 

o 

0.0 

479 

G.O 

0.0 

0.0 

480 

0.0 

0.0 

0.0 

481 

0.0 

0.0 

0.0 

482 

0.0 

0.0 

0.0 

483 

0.0 

0.0 

0.0 

484 

0.0 

0.0 

0.0 

485 

0.0 

0.0 

0.0 

MEAN 

0.0 

0.0 

0.0 

SD 

0.00 

0.03 

0.00 

N 

10 

10 

10 

G-58 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Heinz  Bodies 


STUOY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  HEINZ  BOD.  UNITS:  X  RBCs 


Animal 

ID  Week  U 

Week  13 

Week  26 

GROUP: 

526 

3-F:2.0  mg  base/kg/day 

0.0  0.0 

0.0 

527 

0.0 

0.0 

0.0 

528 

0.0 

0.0 

0.0 

529 

0.0 

0.0 

0.0 

530 

0.0 

0.0 

0.0 

531 

0.0 

0.0 

0.0 

532 

0.0 

0.0 

0.0 

533 

*  0.0 

0.0 

0.0 

534 

0.0 

0.0 

0.0 

535 

0.0 

0.0 

0.0 

MEAN 

0.0 

0.0 

0.0 

SD 

0.00 

0.00 

0.00 

N 

10 

10 

10 

GROUP: 

576 

4-F:9.0  mg  base/kg/day 

0.0  0.0 

0.2 

577 

0.0 

0.0 

0.0 

578 

0.0 

0.0 

0.5 

579 

0.0 

0.4 

0.0 

580 

0.0 

0.0 

0.0 

581 

0.0 

0.2 

0.1 

582 

0.0 

0.1 

0.1 

583 

0.0 

0.1 

0.1 

584 

0.0 

0.0 

0.0 

585 

0.0 

0.2 

0.0 

MEAN 

0.0 

0.1 

0.1 

SD 

0.00 

0.13 

0.16 

N 

10 

10 

10 

G-59 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL 

ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  %  Methemoglobin 

STUDY  ID:  UIC-15B 

SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  X  HETHGB 

UNITS:  X  HGB 

Animal 

ID  Week  4  Week  13 

Week  26 

GROUP: 

1-F:0  mg  base/kg/day 

426 

0.6 

0.3 

0.4 

427 

1.0 

0.4 

0.8 

428 

0.6 

1.0 

0.0 

429 

0.6 

0.0 

0.3 

430 

0.9 

0.5 

0.8 

431 

0.8 

0.3 

1.4 

432 

0.9 

0.4 

0.0 

433 

0.7 

0.3 

1.5 

434 

0.8 

0.7 

0.6 

435 

0.7 

0.4 

0.6 

MEAN 

0.8 

0.4 

0.6 

SD 

0.14 

0.27 

0.51 

N 

10 

10 

10 

GROUP: 

476 

2-F:0.5  mg  base/kg/day 

0.7  0.4 

0.5 

477 

0.7 

0.7 

1.0 

478 

0.8 

0.1 

0.7 

479 

0.6 

0.7 

0.6 

480 

0.4 

-0.1 

0.1 

481 

0.7 

0.9 

0.7 

482 

0.8 

0.1 

0.7 

483 

0.5 

0.6 

0.1 

484 

0.8 

0.6 

1.0 

485 

1.2 

0.8 

0.8 

MEAN 

0.7 

0.5 

0.6 

SD 

0.21 

0.34 

0.32 

N 

10 

10 

10 

G-60 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST :  %  Methemoglobin 


STUDY  ID:  UIC-158  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  X  METHGB  UNITS:  X  HGB 


Animal 

10  Week  4 

Week  13 

Week  26 

GROUP: 

3- F : 2 . 0  mg  base/kg/day 

526 

1.2 

1.8 

0.9 

527 

0.9 

1.2 

1.4 

528 

1.2 

1.5 

2.5 

529 

1.2 

1.9 

1.2 

530 

1.3 

1.4 

2.0 

531 

1.8 

2.2 

2.6 

532 

1.0 

1.8 

2.1 

533 

1.1 

1.7 

1.9 

534 

1.2 

1.7 

2.4 

535 

0.9 

1.2 

1.3 

MEAN 

1.2 

1.6 

1.8 

SO 

0.26 

0.32 

0.60 

N 

10 

10 

10 

GROUP: 

576 

4-F:9.0  mg  base/kg/day 

5.4  6.3 

6.4 

577 

4.8 

5.9 

5.5 

578 

7.7 

8.6 

8.8 

579 

6.1 

7.5 

8.6 

580 

8.3 

9.1 

12.7 

581 

5.4 

7.0 

6.7 

582 

5.1 

6.4 

7.1 

583 

7.1 

6.4 

8.6 

584 

3.8 

5.6 

6.5 

585 

5.6 

7.5 

8.7 

MEAN 

5.9 

7.0 

8.0 

SD 

1.39 

1.15 

2.04 

N 

10 

10 

10 

G-61 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Platelets 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  PLT  UNITS:  10*3/imT3 


Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

1-F:0  mg  base/kg/day 

426 

1161 

1094 

1034 

427 

1175 

1034 

1050 

wO 

428 

957 

870 

807 

429 

1056 

904 

858 

430 

1072 

851 

892 

y  O 

431 

1336 

1213 

1281 

U 

432 

845 

963 

433 

1180 

955y 

1022 

434 

977 

917 

901 

435 

1129 

1064 

989 

MEAN 

1089 

954 

980 

SD 

139.2 

158.7 

133.1 

N 

10 

10 

10 

GROUP: 

2-F:0.5  mg  base/kg/day 

476 

1253 

1060 

1126 

477 

1223 

1215 

1089 

478 

973 

933 

479 

480 

856 

1087 

& 

729 

898 

481 

912 

803 

752D 

482 

1029 

946 

1046 

483 

1190 

1050 

852 

484 

1090 

903 

964 

485 

1046 

867 

\772 

MEAN 

1066 

950 

903 

SD 

130.9 

139.7 

146.2 

N 

10 

10 

10 

G-62 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Platelets 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  PLT  UNITS:  KT3/mnr3 


Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

3-F:2.0  mg  base/kg/day.  ^ 

526 

398 

<793  ) 

1014 

527 

960 

856 

930 

528 

975 

940 

987 

529 

1042 

905 

969 

530 

824 

780') 

815 

531 

954 

838 

814 

532 

1082 

1003 

990 

533 

1114 

824 

841 

534 

1169 

978 

1109 

535 

985 

948 

946 

MEAN 

950 

887 

942 

SD 

216.9 

79.0 

94.9 

N 

10 

10 

10 

GROUP: 

4-F:9.0  mg  base/kg/day 

576 

1176 

1180 

1095 

577 

1048 

1072 

1077 

578 

1064 

971 

766 

579 

1253 

1121 

1022 

580 

962 

851 

920 

581 

1105 

987 

883 

582 

1245 

1366 

1192 

583 

1070 

825 

905 

584 

1209 

1166 

1080 

585 

1046 

998 

855 

MEAN 

1118 

1054 

980 

SD 

97.6 

162.9 

133.1 

N 

10 

10 

10 

G-63 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


BliiflIFT 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Act.  Partial  Thrombo.  Time 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  MO:  152 

ABBR:  APTT  UNITS:  sec 


Animal 

ID  Week  27 

GROUP: 

1-F:0  mg  base/kg/day 

426 

15.4 

427 

16.1 

428 

13.7 

429 

13.6 

430 

16.9 

431 

17.0 

432 

18.0 

433 

15.8 

434 

20.1 

435 

16.7 

MEAN 

16.3 

SO 

1.93 

N 

10 

GROUP:  2-f 

::0.5  mg  base/kg/day 

476 

17.7 

477 

25.8 

478 

19.1 

479 

13.2 

480 

11.8 

481 

18.3 

482 

18.4 

483 

19.5 

484 

12.7 

485 

27.3 

MEAN 

18.4 

SO 

5.16 

N 

10 

G-64 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Act.  Partial  Thrombo.  Time 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  APTT  UNITS:  sec 


Animal 

ID  Week  27 

GROUP: 

3-F :2.0  mg  base/kg/day 

526 

20.6 

527 

18.2 

528 

19.3 

529 

18.9 

530 

21.1 

531 

19.5 

532 

22.8 

533 

17.8 

534 

10.2 

535 

20.7 

MEAN 

18.9 

SO 

3.40 

N 

10 

GROUP:  4-1 

::9.0  mg  base/kg/day 

576 

18.5 

577 

20.8 

578 

19.2 

579 

11.9 

580 

17.4 

581 

15.4 

582 

14.0 

583 

18.5 

584 

20.6 

585 

13.3 

MEAN 

17.0 

SO 

3.13 

N 

10 

G-65 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF  [?]  R 
WR238605  SUCCINATE  IN  RATS  \vj  jjjj 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Leukocytes 


P  T? 

ll 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  WBC  UNITS:  10*3/mnr3 


Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

1-F:0  mg  base/kg/day 

426 

12.6 

15.1 

12.9 

427 

12.4 

13.5 

8.3 

428 

21.7 

24.4 

18.2 

429 

14.1 

14.4 

9.3 

430 

12.4 

12.5 

9.4 

431 

16.1 

17.4 

16.0 

432 

14.8 

10.4 

9.2 

433 

18.1 

15.3 

14.7 

434 

15.7 

10.9 

10.2 

435 

21.0 

18.9 

17.8 

MEAN 

15.9 

15.3 

12.6 

SD 

3.41 

4.16 

3.82 

N 

10 

10 

10 

GROUP:  2-1 

::0.5  mg  base/kg/day 

476 

16.7 

15.8 

10.3 

4  77 

16.9 

16.7 

8.9 

478 

20.2 

22.9 

10.4 

479 

16.6 

17.3 

12.5 

480 

14.3 

13.6 

11.8 

481 

12.2 

11.9 

11.6 

482 

20.8 

19.7 

18.2 

483 

14.5 

12.1 

7.1 

484 

13.0 

12.5 

10.3 

485 

13.7 

11.6 

8.7 

MEAN 

15.9 

15.4 

11.0 

SD 

2.91 

3.79 

3.01 

N 

10 

10 

10 

UBC  corrected  for  NRBC  =  or  >  10 


G-66 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF  17)  fp)  fj\  !c 
WR238605  SUCCINATE  IN  RATS  [jj  [rQ 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
TEST:  Leukocytes 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  WBC  UNITS:  10A3/mnA3 


Animal 

ID  Week  4 

Week  13 

Week  26 

GROUP: 

3- F:2.0  mg  base/kg/day 

526 

13.0 

13.8 

12.4 

527 

10.6 

10.6 

10.9 

528 

15.2 

14.6 

9.6 

529 

18.9 

13.0 

11.9 

530 

13.1 

12.4 

10.6 

531 

15.2 

13.2 

9.8 

532 

17.2 

12.7 

9.8 

533 

17.9 

17.3 

10.2 

534 

15.1 

17.3 

14.5 

535 

12.4 

14.4 

10.0 

MEAN 

14.9 

13.9 

11.0 

SD 

2.63 

2.10 

1.55 

N 

10 

10 

10 

GROUP: 

4-F:9.0  mg  base/kg/day 

576 

25.7 

14.9 

15.8 

577 

28.5 

25.5 

25.1 

578 

34.9 

36.5 

24.8 

579 

36.5 

28.4 

23.4 

580 

21.5 

21.5 

17.8 

581 

32.8 

24.4 

21.8 

582 

27.5 

27.9 

20.8 

583 

28.9 

35.9 

22.3 

584 

19.9 

27.8 

20.1 

585 

19.7 

19.5 

16.0 

MEAN 

27.6 

26.2 

20.8 

SD 

6.01 

6.74 

3.37 

N 

10 

10 

10 

WBC  corrected  for  NRBC  =  or  >  10 


G-67 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


WHITE 

DIFFERENTIAL 

DATA 

STUDY  ID:  UIC-15B 

STUDY  NO:  152 

GROUP 

:  1  - F  :  0  mg  base/kg/day 

SEX:  FEMALE 

Animal  ID 

Week  4 

Week 

13 

Week 

26 

CNT 

ABS 

CNT 

ABS 

CNT 

ABS 

426 

Nucleated  Red  Cel  Is 

0 

0 

1 

M.  Neutrophils 

23 

2.9 

9 

1.4 

10 

1.3 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

74 

9.3 

88 

13.3 

87 

11.2 

Monocytes 

3 

0.4 

1 

0.2 

1 

0.1 

Eosinophils 

0 

0.0 

2 

0.3 

2 

0.3 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

12.6 

15.1 

12.9 

427 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

9 

1.1 

10 

1.4 

12 

1.0 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

90 

11.2 

85 

11.5 

83 

6.9 

Monocytes 

0 

0.0 

3 

0.4 

4 

0.3 

Eosinophils 

1 

0.1 

2 

0.3 

1 

0.1 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

12.4 

13.5 

8.3 

428 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

31 

6.7 

17 

4.1 

30 

5.5 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

67 

14.5 

81 

19.8 

68 

12.4 

Monocytes 

2 

0.4 

2 

0.5 

1 

0.2 

Eosinophils 

0 

0.0 

0 

0.0 

1 

0.2 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

21.7 

24.4 

18.2 

429 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

20 

2.8 

11 

1.6 

26 

2.4 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

78 

11.0 

86 

12.4 

73 

6.8 

Monocytes 

1 

0.1 

2 

0.3 

1 

0.1 

Eosinophi Is 

1 

0.1 

1 

0.1 

0 

0.0 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

14.1 

14.4 

9.3 

WBC  corrected  for  NRBC  =  or  >  10 


G-68 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


WHITE 

DIFFERENTIAL 

DATA 

STUDY  ID:  UIC-15B 

STUDY  HO:  152 

GROUP: 

:  1-F  :  0  mg  base/kg/day 

SEX:  FEMALE 

Animal  ID 

Week 

4 

Week 

13 

Week 

26 

CNT 

ABS 

CNT 

ABS 

CNT 

ABS 

430 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

9 

1.1 

7 

0.9 

24 

2.3 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

86 

10.7 

91 

11.4 

74 

7.0 

Monocytes 

3 

0.4 

2 

0.3 

1 

0.1 

Eosinophi Is 

2 

0.2 

0 

0.0 

1 

0.1 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

12.4 

12.5 

9.4 

431 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

15 

2.4 

9 

1.6 

10 

1.6 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

84 

13.5 

87 

15.1 

85 

13.6 

Monocytes 

0 

0.0 

3 

0.5 

3 

0.5 

Eosinophi Is 

1 

0.2 

1 

0.2 

2 

0.3 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

16.1 

17.4 

16.0 

432 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

7 

1.0 

7 

0.7 

16 

1.5 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

90 

13.3 

90 

9.4 

82 

7.5 

Monocytes 

1 

0.1 

2 

0.2 

1 

0.1 

Eos i noph i l s 

2 

0.3 

1 

0.1 

1 

0.1 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

14.8 

10.4 

9.2 

433 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

10 

1.8 

9 

1.4 

15 

2.2 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

85 

15.4 

90 

13.8 

81 

11.9 

Monocytes 

2 

0.4 

0 

0.0 

3 

0.4 

Eosinophi Is 

2 

0.4 

1 

0.2 

1 

0.1 

Basophi Is 

1 

0.2 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

18.1 

15.3 

14.7 

WBC  corrected  for  NRBC  =  or  >  10 


G-69 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


WHITE  DIFFERENTIAL  DATA 


STUDY  ID:  UIC-15B 

STUDY  NO:  152  GROUP:  1-F  :  0  mg  base/kg/day  SEX:  FEMALE 


Week 

CNT 

4 

ABS 

Week 

CNT 

13 

ABS 

Week 

CNT 

26 

ABS 

Nucleated  Red  Cells 

0 

0 

2 

M.  Neutrophils 

19 

3.0 

18 

2.0 

10 

1.0 

I.  Neutrophils 

1 

0.2 

0 

0.0 

0 

0.0 

Lymphocytes 

78 

12.2 

80 

8.7 

86 

8.8 

Monocytes 

2 

0.3 

2 

0.2 

4 

0.4 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

15.7 

10.9 

10.2 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

19 

4.0 

6 

1.1 

19 

3.4 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

78 

16.4 

93 

17.6 

81 

14.4 

Monocytes 

2 

0.4 

1 

0.2 

0 

0.0 

Eosinophi Is 

1 

0.2 

0 

0.0 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

21.0 

18.9 

17.8 

WBC  corrected  for  NRBC  =  or  >  10 


G-70 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


WHITE  DIFFERENTIAL  DATA 


1J.M1 . 


STUOY  ID:  UIC-15B 
STUDY  NO:  152 

GROUP: 

2-F  :  0.5  mg  base/kg/day 

SEX:  FEMALE 

Animal  ID 

Week  4 

CNT 

► 

ABS 

Week 

CNT 

13 

ABS 

Week 

CNT 

26 

ABS 

476 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

13 

2.2 

5 

0.8 

10 

1.0 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

84 

14.0 

92 

14.5 

85 

8.8 

Monocytes 

2 

0.3 

2 

0.3 

3 

0.3 

Eosinophi Is 

1 

0.2 

1 

0.2 

2 

0.2 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

16.7 

15.8 

10.3 

477 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

3 

0.5 

3 

0.5 

17 

1.5 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

95 

16.1 

94 

15.7 

81 

7.2 

Monocytes 

2 

0.3 

3 

0.5 

1 

0.1 

Eos i noph i l s 

0 

0.0 

0 

0.0 

1 

0.1 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

16.9 

16.7 

8.9 

478 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

15 

3.0 

13 

3.0 

6 

0.6 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

84 

17.0 

83 

19.0 

92 

9.6 

Monocytes 

1 

0.2 

3 

0.7 

1 

0.1 

Eosinophi Is 

0 

0.0 

1 

0.2 

1 

0.1 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

20.2 

22.9 

10.4 

479 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

22 

3.7 

7 

1.2 

17 

2.1 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

75 

12.5 

93 

16.1 

82 

10.3 

Monocytes 

2 

0.3 

0 

0.0 

1 

0.1 

Eosinophi Is 

1 

0.2 

0 

0.0 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

16.6 

17.3 

12.5 

WBC  corrected  for  NRBC  =  or  >  10 


G-71 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


HEM  I 


WHITE 

DIFFERENTIAL 

DATA 

STUDY  ID:  UIC-15B 

STUDY  NO:  152 

GROUP: 

2-F  :  0.5  mg  base/kg/day 

SEX:  FEMALE 

Animal  ID 

Week 

4 

Week 

13 

Week 

26 

CNT 

ABS 

CNT 

ABS 

CNT 

ABS 

480 

Nucleated  Red  Cells 

0 

0 

1  • 

M.  Neutrophils 

17 

2.4 

14 

1.9 

7 

0.8 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

79 

11.3 

84 

11.4 

90 

10.6 

Monocytes 

3 

0.4 

1 

0.1 

2 

0.2 

Eosinophi Is 

1 

0.1 

1 

0.1 

1 

0.1 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

14.3 

13.6 

11.8 

481 

Nucleated  Red  Cells 

0 

0 

3 

M.  Neutrophils 

4 

0.5 

11 

1.3 

23 

2.7 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

93 

11.3 

86 

10.2 

74 

8.6 

Monocytes 

2 

0.2 

2 

0.2 

3 

0.3 

Eosinophi Is 

1 

0.1 

1 

0.1 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

12.2 

11.9 

11.6 

482 

Nucleated  Red  Cells 

1 

0 

0 

M.  Neutrophils 

7 

1.5 

5 

1.0 

16 

2.9 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

86 

17.9 

91 

17.9 

83 

15.1 

Monocytes 

7 

1.5 

3 

0.6 

1 

0.2 

Eosinophi Is 

0 

0.0 

1 

0.2 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

20.8 

19.7 

18.2 

483 

Nucleated  Red  Cel  Is 

0 

0 

0 

M.  Neutrophils 

6 

0.9 

15 

1.8 

11 

0.8 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

94 

13.6 

82 

9.9 

86 

6.1 

Monocytes 

0 

0.0 

1 

0.1 

2 

0.1 

Eosinophils 

0 

0.0 

2 

0.2 

1 

0.1 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

14.5 

12.1 

7.1 

WBC  corrected  for  NRBC  =  or  >  10 


G-72 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


WHITE  DIFFERENTIAL  DATA 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 

GROUP:  2-F 

:  0.5  mg  base/kg/day 

SEX:  FEMALE 

Animal  ID 

Week 

CNT 

4 

ABS 

Ueek 

CNT 

13 

ABS 

Week 

CNT 

26 

ABS 

484 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

10 

1.3 

11 

1.4 

10 

1.0 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lynphocytes 

85 

11.1 

85 

10.6 

87 

9.0 

Monocytes 

4 

0.5 

4 

0.5 

1 

0.1 

Eosinophi Is 

1 

0.1 

0 

0.0 

2 

0.2 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

UBC 

13.0 

12.5 

10.3 

485 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

10 

1.4 

13 

1.5 

7 

0.6 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

88 

12.1 

83 

9.6 

89 

7.7 

Monocytes 

2 

0.3 

2 

0.2 

3 

0.3 

Eosinophi Is 

0 

0.0 

2 

0.2 

1 

0.1 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

UBC 

13.7 

11.6 

8.7 

UBC  corrected  for  NRBC  =  or  >  10 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


WHITE  DIFFERENTIAL  DATA 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 

GROUP:  3-F 

:  2.0  mg  base/kg/day 

SEX:  FEMALE 

Animal  ID 

Week 

CNT 

4 

AB5 

Week 

CNT 

13 

ABS 

Week 

CNT 

26 

ABS 

526 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

6 

0.8 

17 

2.3 

20 

2.5 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

89 

11.6 

81 

11.2 

78 

9.7 

Monocytes 

2 

0.3 

2 

0.3 

0 

0.0 

Eosinophi Is 

3 

0.4 

0 

0.0 

2 

0.2 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

13.0 

13.8 

12.4 

527 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

10 

1.1 

21 

2.2 

22 

2.4 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

87 

9.2 

79 

8.4 

77 

8.4 

Monocytes 

2 

0.2 

0 

0.0 

0 

0.0 

Eosinophils 

1 

0.1 

0 

0.0 

1 

0.1 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

10.6 

10.6 

10.9 

528 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

20 

3.0 

22 

3.2 

22 

2.1 

I.  Neutrophils 

0 

0.0 

1 

0.1 

0 

0.0 

Lymphocytes 

76 

11.6 

73 

10.7 

77 

7.4 

Monocytes 

1 

0.2 

1 

0.1 

0 

0.0 

Eosinophi Is 

3 

0.5 

3 

0.4 

1 

0.1 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

15.2 

14.6 

9.6 

529 

Nucleated  Red  Cells 

0 

0 

1 

M.  Neutrophils 

13 

2.5 

19 

2.5 

31 

3.7 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

86 

16.3 

80 

10.4 

66 

7.9 

Monocytes 

1 

0.2 

1 

0.1 

3 

0.4 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

18.9 

13.0 

11.9 

WBC  corrected  for  NRBC  =  or  >  10 


G-74 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 

71 

[dj  m 

[?  Tf3 

WR238605  SUCCINATE  IN  RATS 

jj 

id  /ru 

IT  U 

WHITE 

DIFFERENTIAL 

DATA 

STUOY  10:  UIC-15B 

STUDY  NO:  152 

GROUP: 

3-F  :  2.0  mg  base/kg/day 

SEX:  FEMALE 

Animal  10 

Week 

4 

Week 

13 

Week 

26 

CNT 

ABS 

CNT 

ABS 

CNT 

ABS 

530 

Nucleated  Red  Cells 

1 

0 

0 

H.  Neutrophils 

12 

1.6 

24 

3.0 

28 

3.0 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

S3 

10.9 

73 

9.1 

71 

7.5 

Monocytes 

3 

0.4 

2 

0.2 

1 

0.1 

Eosinophi Is 

2 

0.3 

1 

0.1 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

UBC 

13.1 

12.4 

10.6 

531 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

14 

2.1 

11 

1.5 

13 

1.3 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

86 

13.1 

85 

11.2 

81 

7.9 

Monocytes 

0 

0.0 

4 

0.5 

4 

0.4 

Eosinophi Is 

0 

0.0 

0 

0.0 

2 

0.2 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

UBC 

15.2 

13.2 

9.8 

532 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

14 

2.4 

19 

2.4 

23 

2.3 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

85 

14.6 

77 

9.8 

75 

7.4 

Monocytes 

1 

0.2 

4 

0.5 

1 

0.1 

Eosinophi Is 

0 

0.0 

0 

0.0 

1 

0.1 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

UBC 

17.2 

12.7 

9.8 

533 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

20 

3.6 

18 

3.1 

20 

2.0 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

76 

13.6 

81 

14.0 

74 

7.5 

Monocytes 

2 

0.4 

1 

0.2 

4 

0.4 

Eosinophi Is 

2 

0.4 

0 

0.0 

2 

0.2 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

UBC 

17.9 

17.3 

10.2 

UBC  corrected  for  NRBC  =  or  >  10 


G-75 


SIX  MONTH 
WR238605 

ORAL  TOXICITY  STUDY  OF 
SUCCINATE  IN  RATS 

IE 

LSI  I 

WHITE 

DIFFERENTIAL 

DATA 

STUDY  ID:  UIC-15B 

STUDY  NO:  152 

GROUP: 

3-F  :  2.0  mg  base/kg/day 

SEX:  FEMALE 

Animal  ID 

Week 

4 

Week 

13 

Week 

26 

CNT 

ABS 

CNT 

ABS 

CNT 

ABS 

534 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

10 

1.5 

9 

1.6 

22 

3.2 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

87 

13.1 

87 

15.1 

77 

11.2 

Monocytes 

3 

0.5 

3 

0.5 

0 

0.0 

Eosinophi Is 

0 

0.0 

1 

0.2 

1 

0.1 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

UBC 

15.1 

17.3 

14.5 

535 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

7 

0.9 

15 

2.2 

21 

2.1 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

92 

11.4 

82 

11.8 

77 

7.7 

Monocytes 

1 

0.1 

2 

0.3 

2 

0.2 

Eosinophi Is 

0 

0.0 

1 

0.1 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

UBC 

12.4 

14.4 

10.0 

UBC  corrected  for  NRBC  =  or  >  10 


G-76 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


DEM! 


WHITE 

DIFFERENTIAL 

DATA 

STUOY  ID:  UIC-15B 

STUDY  NO:  152 

GROUP: 

4-F  :  9.0  mg  base/kg/day 

SEX:  FEMALE 

Animal  ID 

Week 

4 

Week 

13 

Week 

26 

CNT 

ABS 

CNT 

ABS 

CNT 

ABS 

576 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

26 

6.7 

18 

2.7 

18 

2.8 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

71 

18.2 

80 

11.9 

82 

13.0 

Monocytes 

3 

0.8 

1 

0.1 

0 

0.0 

Eosinophi Is 

0 

0.0 

1 

0.1 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

25.7 

14.9 

15.8 

577 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

19 

5.4 

23 

5.9 

10 

2.5 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

77 

21.9 

72 

18.4 

89 

22.3 

Monocytes 

4 

1.1 

5 

1.3 

1 

0.3 

Eosinophils 

0 

0.0 

0 

0.0 

0 

0.0 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

28.5 

25.5 

25.1 

578 

Nucleated  Red  Cells 

0 

0 

1 

M.  Neutrophils 

13 

4.5 

9 

3.3 

11 

2.7 

I.  Neutrophils 

0 

0.0 

1 

0.4 

0 

0.0 

Lymphocytes 

81 

28.3 

89 

32.5 

86 

21.3 

Monocytes 

5 

1.7 

1 

0.4 

3 

0.7 

Eosinophi Is 

1 

0.3 

0 

0.0 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

34.9 

36.5 

24.8 

579 

Nucleated  Red  Cel  Is 

0 

0 

0 

M.  Neutrophils 

10 

3.7 

13 

3.7 

14 

3.3 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

87 

31.8 

87 

24.7 

86 

20.1 

Monocytes 

3 

1.1 

0 

0.0 

0 

0.0 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

• 

WBC 

36.5 

28.4 

23.4 

WBC  corrected  for  NRBC  =  or  >  10 


G-7  7 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 

T] 

in  n\  r?  ctp 

WR238605  SUCCINATE  IN  RATS 

i! 

I* 

ni  A  p 

i 

— J 

U  U  Lfu  LI  (J 

WHITE 

DIFFERENTIAL 

DATA 

STUDY  10:  UIC-15B 

STUDY  NO:  152 

GROUP: 

4-F  :  9.0  mg  base/kg/day 

SEX:  FEMALE 

Animal  10 

Week 

4 

Week 

13 

Week 

26 

CNT 

ABS 

CNT 

ABS 

CNT 

ABS 

580 

Nucleated  Red  Cells 

0 

0 

0 

H.  Neutrophils 

20 

4.3 

5 

1.1 

19 

3.4 

I.  Neutrophils 

0 

0.0 

1 

0.2 

0 

0.0 

Lymphocytes 

80 

17.2 

91 

19.6 

77 

13.7 

Monocytes 

0 

0.0 

1 

0.2 

2 

0.4 

Eosinophi Is 

0 

0.0 

2 

0.4 

2 

0.4 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

21.5 

21.5 

17.8 

581 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

9 

3.0 

8 

2.0 

19 

4.1 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

90 

29.5 

89 

21.7 

81 

17.7 

Monocytes 

1 

0.3 

3 

0.7 

0 

0.0 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

32.8 

24.4 

21.8 

582 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

9 

2.5 

7 

2.0 

13 

2.7 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

88 

24.2 

90 

25.1 

87 

18.1 

Monocytes 

3 

0.8 

1 

0.3 

0 

0.0 

Eosinophi Is 

0 

0.0 

2 

0.6 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

27.5 

27.9 

20.8 

583 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

20 

5.8 

5 

1.8 

29 

6.5 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

78 

22.5 

93 

33.4 

70 

15.6 

Monocytes 

2 

0.6 

2 

0.7 

0 

0.0 

Eosinophils 

0 

0.0 

0 

0.0 

1 

0.2 

Basophils 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

UBC 

28.9 

35.9 

22.3 

UBC  corrected  for  NRBC  =  or  >  10 


G-78 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


IMP 

WHITE  DIFFERENTIAL  DATA 


STUOY  ID:  UIC-15B 

STUDY  NO:  152  GROUP:  4-F  :  9.0  mg  base/kg/day  SEX:  FEMALE 


Animal  ID  Week  4  Week  13  Week  26 


CNT 

ABS 

CNT 

ABS 

CNT 

ABS 

Nucleated  Red  Cells 

0 

0 

1 

M.  Neutrophils 

21 

4.2 

11 

3.1 

17 

3.4 

I.  Neutrophils 

0 

0.0 

0 

0.0 

0 

0.0 

Lymphocytes 

75 

14.9 

87 

24.2 

81 

16.3 

Morvocytes 

3 

0.6 

2 

0.6 

2 

0.4 

Eosinophi Is 

1 

0.2 

0 

0.0 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

19.9 

27.8 

20.1 

Nucleated  Red  Cells 

0 

0 

0 

M.  Neutrophils 

18 

3.5 

10 

2.0 

24 

3.8 

I.  Neutrophils 

3 

0.6 

1 

0.2 

0 

0.0 

Lymphocytes 

77 

15.2 

88 

17.2 

75 

12.0 

Monocytes 

2 

0.4 

1 

0.2 

1 

0.2 

Eosinophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Basophi Is 

0 

0.0 

0 

0.0 

0 

0.0 

Atypical  Lymphocytes 

0 

0.0 

0 

0.0 

0 

0.0 

WBC 

19.7 

19.5 

16.0 

WBC  corrected  for  NRBC  =  or  >  10 


G-79 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


RBC  MORPHOLOGY  OBSERVATIONS 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152  GROUP:  1-F  :  0  mg  base/kg/day 


Animal  ID 

Week  4 

Week  13 

Week  26 

426 

Normal 

Cells 

Red  Blood 

Normal  Red  Blood 

Cells 

Polychromasia,Sl ight 
Anisocytosis,Sl  ight' 

427 

Normal 

Cells 

Red  Blood 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cells 

428 

Normal 

Cells 

Red  Blood 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cells 

429 

Normal 

Cells 

Red  Blood 

Normal  Red  Blood 

Cel  Is 

Anisocytosis;Sl ight 

430 

Normal 

Cells 

Red  Blood 

Normal  Red  Blood 

Cel  Is 

Normal  Red  Blood 

Cel  Is 

431 

Normal 

Cells 

Red  Blood 

Poiki locytes,S light 

Polychromasia;Sl ight 

432 

Normal 

Red  Blood 

Normal  Red  Blood 

Normal  Red  Blood 

Cel  Is ;C luiped 

Cel ls;Clumped 

Cells 

Platelets, Slight 

Platelets, Slight 

433 

Normal 

Cells 

Red  Blood 

Normal  Red  Blood 

Cel  Is 

Normal  Red  Blood 

Cel  Is 

434 

Normal 

Cel  Is 

Red  Blood 

Normal  Red  Blood 

Cells 

Poiki locytes, Si ight; 
Anisocytosis,Sl ight 

435 

Normal 

Cel  Is 

Red  Blood 

Normal  Red  Blood 

Cel  Is 

Normal  Red  Blood 

Cells 

ISaiFT 


G-80 


Anil 

476 

477 

47S 

479 

480 

481 

482 

483 

484 

485 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


RBC  MORPHOLOGY  OBSERVATIONS 


GROUP:  2-F  :  0.5  mg  base/kg/day 


Week  4 

Week  13 

Week  26 

Normal 

Cells 

Red  Blood 

Normal 

Cells 

Red  Blood 

Normal  Red  Blood 

Cells 

Normal 

Cells 

Red  Blood 

Normal 

Cel  Is 

Red  Blood 

Normal  Red  Blood 

Cells 

Normal 

Cells 

Red  Blood 

Normal 

Cel  Is 

Red  Blood 

Normal  Red  Blood 
Cells 

Normal 

Cells 

Red  Blood 

Normal 

Cells 

Red  Blood 

Normal  Red  Blood 
Cells 

Normal 

Cells 

Red  Blood 

Normal 
Cel  Is 

Red  Blood 

Poiki locytes, Slight 

Normal 

Cells 

Red  Blood 

Normal 

Cells 

Red  Blood 

Ani socytos is, SI i ght 

Normal 

Cel  Is 

Red  Blood 

Normal 

Cells 

Red  Blood 

Normal  Red  Blood 

Cel  Is 

Normal 

Cells 

Red  Blood 

Normal 

Cells 

Red  Blood 

Ani socytos is, SI i ght 

Normal 

Cells 

Red  Blood 

Normal 

Cells 

Red  Blood 

Normal  Red  Blood 

Cel  Is 

Normal 

Cells 

Red  Blood 

Normal 

Cel  Is 

Red  Blood 

Normal  Red  Blood 

Cells 

SEX:  FEMALE 


G-81 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


RBC  MORPHOLOGY  OBSERVATIONS 


STUDY 

STUDY 

ID:  UIC-15B 

NO:  152 

GROUP:  3-F 

:  2.0  mg  base/kg/day 

SEX:  FEMALE 

Animal  ID 

Week  4 

Week  13 

Week  26 

526 

Normal  Red  Blood 

Cel ls;Clumped 
Platelets, Slight 

Normal  Red  Blood 

Cel ls;Clumped 
Platelets, SI ight 

Poi ki locytes,Sl ight 

527 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cells 

528 

Normal  Red  Blood 

Cel  ls;Clurped 
Platelets, SI ight 

An i socytos i s , S l i gh  t 

Normal  Red  Blood 

Cells 

529 

Polychromasia,Sl ight 

Normal  Red  Blood 

Cel  Is 

Normal  Red  Blood 

Cells 

530 

Normal  Red  Blood 

Cel  Is; Clumped 
Platelets, Slight 

Normal  Red  Blood 

Cel  Is 

Normal  Red  Blood 

Cells 

531 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cel  Is 

Normal  Red  Blood 

Cel  Is 

532 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cel  Is 

Normal  Red  Blood 

Cel  Is 

533 

Normal  Red  Blood 

Cells 

An i socytos i s , S l i gh  t 

Normal  Red  Blood 

Cells 

534 

Normal  Red  Btlood 

Cells 

An i socytos i s , S l i gh  t 

Normal  Red  Blood 

Cells 

535 

Normal  Red  Blood 

Cells 

Normal  Red  Blood 

Cel  Is 

Normal  Red  Blood 

Cel  Is 

G-82 


An  i  f 

576 

577 

578 

579 

580 

581 

582 

583 

584 

585 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


RBC  MORPHOLOGY  OBSERVATIONS 


GROUP:  4-F  :  9.0  mg  base/kg/day 


Week  4 


An i socyt os i s , S l i gh  t 


Normal 

Cells 

Red 

Blood 

Normal 

Cel  Is 

Red 

Blood 

Normal 

Cel  Is 

Red 

Blood 

Normal 
Cel  Is 

Red 

Blood 

Normal 

Cells 

Red 

Blood 

Normal 

Cel  Is 

Red 

Blood 

Normal 
Cel  Is 

Red 

Blood 

Normal 

Cel  Is 

Red 

Blood 

Normal 

Cel  Is 

Red 

Blood 

Week  13 


Normal  Red  Blood 
Cells 

Normal  Red  Blood 
Cells 

Normal  Red  Blood 
Cel  Is 


An i socy tos i s  ,  S l i gh  t 


Normal  Red  Blood 
Cel  Is 

An i socyt os i s, S l i gh t 


Normal  Red  Blood 
Cells 

Normal  Red  Blood 
Cel  Is 

Normal  Red  Blood 
Cells 

Normal  Red  Blood 
Cel  Is 


Week  26 


Polychromasia,Sl ight 
Ani socy tos is, Si ight 

Normal  Red  Blood 
Cells 

Anisocytosis,Sl ight; 
Clumped  Platelets, 
Slight 

Pol ychromasia,Sl ight 
Anisocytosis,Sl ight 

Normal  Red  Blood 
Cells 

Normal  Red  Blood 
Cells 

Normal  Red  Blood 
Cells 

Polych romasia,Sl ight 


Po l ych  romasi a , S l i gh  t 
Anisocytosis,Sl ight 

Anisocytosis,Sl ight 


SEX:  FEMALE 


G-83 
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APPENDIX  H 

OPHTHALMOLOGY  REPORT 


H-l 


2845  SOUTH  HARLEM  •  BERWYN,  ILLINOIS  60402  •  (708)74^-4200 
372  SOUTH  MILWAUKEE  AVE  •  WHEELING.  ILLINOIS  60090  •  (708)  21S-3933 


SAMUEL  J.  VAJNtSl,  DVM 
Oplomte  American  College 
of  Veterinary  Ophthalmologists 


GRETCHEN  M.  SCHMIDT.  DVM 
Diplomat*  American  College 
of  Veterinary  Ophthalmologists 


April  16,  1996 


OPHTHALMIC  REPORT 
UIC/TRL  Study  No.  152 

SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 

During  Week  -1  (July  25,  1995),  a  sufficient  number  of  rats  were  given  ophthalmic  examinations 
by  indirect  ophthalmoscopy  to  result  in  eighty  males  and  eighty  females  which  were  within  normal 
limits. 

During  Week  13  (October  31,  1995)  and  Week  26  (January  30,  1996),  all  surviving  animals  which 
were  used  in  the  above-referenced  study  were  re-examined.  Treatment-related  lesions  were  not 
apparent  at  either  time  point.  A  few  sporadic  observations  were  seen  in  the  various  groups 
(including  control  animals),  but  were  not  considered  biologically  significant  with  respect  to  drug 
treatment. 


/ 


; 


Diplomate,  American  College  of 
Veterinary  Ophthalmologists 
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Contract  No :  DAMD17-92-C-2001 
Task  Order  No.:  UIC-15B 
U1C/TRL  Study  No.:  152 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 


Male  Ophthalmic  Examinations  p 

J 

11 

n  7 

_l£ _ il_ 

DOSE 

(mg  base/kg/day) 

ANIMAL 

NUMBER 

PRETEST 

WEEK  13 

WEEK  26 

RE. 

L.E. 

R.E. 

L.E. 

R.E. 

L.E 

0 

401 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

402 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

403 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

404 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

405 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

406 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

407 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

408 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

409 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

410 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

411 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

412 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

413 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

414 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

415 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

416 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

417 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

418 

WNL 

WNL 

WNL 

WNL 

WNL 

;  WNL 

419 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

420 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

0.5 

451 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

452 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

453 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

454 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

455 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

456 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

457 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

458 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

459 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

460 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

461 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

462 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

463 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

464 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

465 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

466 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

467 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

468 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

469 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

470 

WNL 

WNL 

WNL 

WNL 

SR 

WNL 

R.E.  =  Right  eye 

RDG  =  Retinal  degeneration,  generalized 

L.E.  =  Left  eye 

RDD  =  Retinal  degeneration,  diffused 

WNL  =  Within  normal  limits 

RDL  =  Retinal  degeneration,  linear 

CA  =  Choroidal  atrophy 

RDM  =  Retinal  degeneration,  moderate 

CE  =  Comeal  erosion 

SR  =  Sector  retinopathy 

MRA  =  Mild  retinal  atrophy 

MRD  =  Mild  retinal  degeneration 

FD  =  Found  dead 
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Contract  No.  D AMD  1 7-92-C-200 1 
Task  Order  No.:  UIC-15B 
UIC/TRL  Study  No.:  152 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE 
Male  Ophthalmic  Examinations  (Continued) 


li 


C3 


ll 


DOSE 

ANIMAL 

PRETEST 

WEEK  13 

W'EEK  26 

(mg  base/kg/day) 

NUMBER 

R.E. 

L.E. 

R.E. 

L.E. 

R.E. 

L.E 

501 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

557 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

557 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

501 

WNL 

WNL 

WNL 

WNL 

WNL 

CE 

503 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

503 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

557 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

557 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

50  S 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

557 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

2 

557 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

512 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

513 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

513 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

513 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

513 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

519 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

518 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

519 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

520 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

5#  1 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

5*2 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

5tl 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

557 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

i 

555 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

557 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

557 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

557 

WNL 

WNL 

WNL 

WNL 

FD 

FD 

557 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

560 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

9 

561 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

562 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

513 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

564 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

566 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

566 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

567 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

568 

WNL 

WNL 

WNL 

WNL 

CA.RDG 

WNL 

569 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

570 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

R.E.  =  Right  eye 
L.E.  =  Left  eye 
WNL  =  Within  normal  limits 
CA  =  Choroidal  atrophy 
CE  =  Comeal  erosion 
MRA  =  Mild  retinal  atrophy 
MRD  -  Mild  retinal  degeneration 


RDG  =  Retinal  degeneration,  generalized 
RDD  =  Retinal  degeneration,  diffused 
RDL  =  Retinal  degeneration,  linear 
RDM  =  Retinal  degeneration,  moderate 
SR  =  Sector  retinopathy 
FD  =  Found  dead 
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Contract  No.:  DAMD 1 7-92-C-200 1 
Task  Order  No  :  UIC-15B 
UIC/TRL  Study  No.*  152 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 


Female  Ophthalmic  Examinations 


f — 
I 


LJ 


n 

IA 


ia 

U 


:l 

L 1 


DOSE 

ANIMAL 

PRETEST 

WEEK  13 

WEEK  26 

(mg  base/kg/day) 

NUMBER. 

R.E. 

L.E. 

R.E. 

L.E. 

R.E. 

L.E 

426 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

429 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

429 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

429 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

430 

WNL 

WNL 

WNL 

RDD 

WNL 

RDMCA  || 

432 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

432 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

43# 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

434 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

435 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

0 

436 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

437 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

438 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

439 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

440 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

441 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

442 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

443 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

444 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

445 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

476 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

477 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

478 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

479 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

480 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

481 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

482 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

483 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

484 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

485 

WNL 

WNL' 

WNL 

WNL 

WNL 

WNL 

0.5 

486 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

487 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

488 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

489 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

490 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

491 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

492 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

493 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

494 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

495 

WNL 

WNL 

RDL 

WNL 

CA 

WNL 

R.E.  =  Right  eye 

RDG  =  Retinal  degeneration,  generalized 

L.E.  =  Left  eye 

RDD  *  Retinal  degeneration,  diffused 

WNL  =  Within  normal  limits 

RDL  =  Retinal  degeneration,  linear 

CA  =  Choroidal  atrophy 

RDM  =  Retinal  degeneration,  moderate 

CE  =  Corneal  erosion 

SR  =  Sector  retinopathy 

MRA  =  Mild  retinal  atrophy 

MRD  =  Mild  retinal  degeneration 

FD  =  Found  dead 
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Contract  No.:  DAMD17-92-C-2001 
Task  Order  No.:  U1C-15B 


U1C/TRL  Study  No  :  152 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 


Female  Ophthalmic  Examinations  (Continued) 


I 


n 

{•A 


Liu  ir\\  U 


||  DOSE 

ANIMAL 

PRETEST 

WTiEK  13 

WEEK  26 

(mg  base/kg/day) 

NUMBER 

R.E. 

L.E. 

RE. 

L.E. 

RE. 

L.E 

526 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

5X7 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

526 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

5S9 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

534 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

591 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

532 

WNL 

WNL 

WNL 

RDD 

WNL 

WNL  I 

5X3 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

534 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

2.0 

535 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

5X9 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

537 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

534 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

5X9 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

590 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

5X3 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

542 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

543 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

591 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

5X9 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

526 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

577 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

593 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

59  i 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

534 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

583 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

589 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

583 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

584 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

9.0 

589 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

. 

534 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

587 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

589 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

589 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

590 

WNL, 

WNL 

WNL 

RDL 

CA.MRA 

CA,MRD 

591 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

592 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

593 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

594 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

595 

WNL 

WNL 

WNL 

WNL 

WNL 

WNL 

R.E.  =  Right  eye 

RDG  =  Retinal  degeneration,  generalized 

L.E.  =  Left  eye 

RDD  =  Retinal  degeneration,  diffused 

WNL  =  Within  normal  limits 

RDL  =  Retinal  degeneration,  linear 

CA  =  Choroidal  atrophy 

RDM  =  Retinal  degeneration,  moderate 

CE  =  Comeal  erosion 

SR  =  Sector  retinopathy 

MRA  =  Mild  retinal  atrophy 

MRD  =  Mild  retinal  degeneration 

FD  =  Found  dead 
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APPENDIX  I 

INDIVIDUAL  ORGAN  WEIGHTS 


1-1 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ORGAN  WEIGHTS 


STUDY:  152 

SEX:  HALE 

GROUP 
ALL  FATES 

:  1-M  - 
DAYS: 

0  mg  base/kg/day  | jj 

183-185  ALL  BALANCES 

'r  o 

Li  LI  LnA 

i’j 

<  i 

u 

. 

;  1 
.  1 

l] 

ANIMAL  ID: 

BALANCE  NO.: 

401 

2027 

402 

2027 

403 

2027 

404 

2027 

405 

2027 

406 

2027 

407 

2027 

408 

2027 

409 

2027 

BOOY  WEIGHT  (G) 

723 

719 

653 

725 

681 

772 

726 

736 

809 

Adrenal  Glands  (G) 

X  BRAIN  WEIGHT 

0.059 

2.94 

0.071 

3.17 

0.051 

2.54 

0.069 

3.04 

0.053 

2.47 

0.069 

3.11 

0.058 

2.72 

0.061 

2.58 

0.053 

2.40 

Brain  (G) 

2.007 

2.237 

2.011 

2.272 

2.144 

2.217 

2.134 

2.363 

2.211 

Heart  (G) 

X  BRAIN  WEIGHT 

1.760 

87.69 

1.875 

83.82 

1.865 

92.74 

1.861 

81.91 

1.845 

86.05 

1.939 

87.46 

1.957 

91.71 

1.728 

73.13 

2.276 

102.94 

Kidneys  (G) 

X  BRAIN  WEIGHT 

3.894 

194.02 

4.266 

190.70 

3.334 

165,79 

4.114 

181.07 

4.557 

212.55 

4.506 

203.25 

3.767 

176.52 

4.785 

202.50 

4.209 

190.37 

Lungs/Bronchi  (G) 

X  BRAIN  WEIGHT 

2.223 

110.76 

2.165 

96.78 

2.316 

115.17 

2.864 

126.06 

2.030 

94.68 

2.177 

98.20 

2.637 

123.57 

2.816 

119.17 

2.577 

116.55 

Liver  (G) 

X  BRAIN  WEIGHT 

23.110 

1151.47 

26.518 

1185.43 

21.228 

1055.59 

22.456 

988.38 

28.975 

1351.45 

21 .348 
962.92 

22.182  27.988 

1039.46  1184.43 

28.566 

1291.99 

Spleen  (G) 

%  BRAIN  WEIGHT 

0.909 

45.29 

0.863 

38.58 

0.871 

43.31 

0.975 

42.91 

1.023 

47.71 

1.031 

46.50 

0.770 

36.08 

1.019 

43.12 

1.048 

47.40 

Testes  with  Epididymides  (G) 
X  BRAIN  WEIGHT 

6.310 

314.40 

5.383 

240.63 

4.793 

238.34 

5.744 

252.82 

4.806 

224.16 

5.394 

243.30 

5.083 

238.19 

5.706 

241.47 

5.553 

251.15 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ORGAN  WEIGHTS 


STUDY:  152 

SEX:  HALE 

GROUP 
ALL  FATES 

1-M  - 
DAYS: 

rp' 

0  mg  base/kg/day  j  !j 

183-185  ALL  BALANCES  *— 1 

a  a 

L"lA  U 

v.  .J 

1 

.  1 

'Li 

ANIMAL  ID: 

BALANCE  NO.: 

410 

2027 

411 

2027 

412 

2027 

413 

2027 

414 

2027 

415 

2027 

416 

2027 

417 

2027 

418 

2027 

BOOY  WEIGHT  (G) 

745 

643 

664 

726 

737 

598 

810 

648 

751 

Adrenal  Glands  (G) 

X  BRAIN  WEIGHT 

0.079 

3.32 

0.059 

2.84 

0.067 

3.13 

0.068 

2.95 

0.071 

2.59 

0.052 

2.47 

0.053 

2.43 

0.057 

2.58 

0.075 

3.20 

Brain  (G) 

2.376 

2.079 

2.141 

2.307 

2.741 

2.104 

2.179 

2.211 

2.345 

Heart  (G) 

X  BRAIN  WEIGHT 

1.691 

71.17 

1.625 

78.16 

1.720 

80.34 

2.012 

87.21 

1.948 

71.07 

1.508 

71.67 

1.885 

86.51 

1.402 

63.41 

2.141 

91.30 

Kidneys  (G) 

X  BRAIN  WEIGHT 

4.475 

188.34 

4.409 

212.07 

3.843 

179.50 

4.313 

186.95 

4.306 

157.10 

3.524 

167.49 

4.036 

185.22 

3.947 

178.52 

4.942 

210.75 

Lungs /Bronchi  (G) 

X  BRAIN  WEIGHT 

2.248 

94.61 

1.864 

89.66 

2.292 

107.05 

2.290 

99.26 

2.334 

85.15 

2.010 

95.53 

2.213 

101.56 

2.229 

100.81 

1.921 

81.92 

Liver  (G) 

X  BRAIN  WEIGHT 

24.771 

1042.55 

23.079 

1110.10 

23.647 

1104.48 

27.733 

1202.12 

31.109 

1134.95 

23.130 

1099.33 

26.579 

1219.78 

20.832 

942.20 

25.932 

1105.84 

Spleen  (G) 

X  BRAIN  WEIGHT 

0.799 

33.63 

0.796 

38.29 

0.900 

42.04 

1.027 

44.52 

1.577 

57.53 

0.816 

38.78 

0.952 

43.69 

1.038 

46.95 

1.112 

47.42 

Testes  with  Epididymides 
X  BRAIN  WEIGHT 

CG)  5.588 
235.19 

5.444 

261.86 

6.083 

284.12 

4.913 

212.96 

6.149 

224.33 

5.266 

250.29 

5.704 

261.77 

4.466 

201.99 

5.069 

216.16 

1-3 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ORGAN  WEIGHTS 


STUDY:  152 
SEX:  MALE 


ANIMAL  ID: 

BALANCE  NO.: 

419 

2027 

420 

2027 

BODY  WEIGHT  (G) 

756 

686 

Adrenal  Glands  (G) 

X  BRAIN  WEIGHT 

0.049 

2.22 

0.058 

2.68 

Brain  (G) 

2.204 

2.165 

Heart  (G) 

X  BRAIN  WEIGHT 

1.917 

86.98 

1.615 

74.60 

Kidneys  (G) 

X  BRAIN  WEIGHT 

4.116 

186.75 

3.963 

183.05 

Lungs/ Bronchi  (G) 

X  BRAIN  WEIGHT 

2.782 

126.23 

2.340 

108.08 

Liver  (G) 

X  BRAIN  WEIGHT 

27.417 

1243.97 

25.298 

1168.50 

Spleen  (G) 

X  BRAIN  WEIGHT 

1.144 

51.91 

0.716 

33.07 

Testes  with  Epididymides  (G) 
X  BRAIN  WEIGHT 

4.718 

214.07 

5.185 

239.49 

GROUP:  1-M  -  0  mg  base/kg/day 
ALL  FATES  DAYS:  183-185  ALL  BALANCES 


.  I 

Lid  LrU  Li 


\  I 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 

INDIVIDUAL  ORGAN  WEIGHTS 


STUDY:  152 

SEX:  MALE 

GROUP: 
ALL  FATES 

2-M  -  0.5  mg  base/kg/day 

DAYS:  183-185  ALL  BALANCES 

D^j 

C\  p 

iA  l? 

^  r 

.  ( 

u 

ANIMAL  ID: 

BALANCE  NO.: 

451 

2027 

452 

2027 

453 

2027 

454 

2027 

455 

2027 

456 

2027 

457 

2027 

458 

2027 

459 

2027 

BOOY  WEIGHT  (G) 

760 

670 

548 

653 

761 

715 

787 

731 

676 

Adrenal  Glands  (G) 

X  BRAIN  WEIGHT 

0.087 

3.91 

0.066 

2.82 

0.038 

1.93 

0.099 

4.78 

0.074 

3.11 

0.070 

3.07 

0.054 

2.39 

0.074 

3.42 

0.070 

3.00 

Brain  (G) 

2.226 

2.344 

1.965 

2.073 

2.377 

2.278 

2.255 

2.162 

2.333 

Heart  (G) 

X  BRAIN  WEIGHT 

1.657 

74.44 

1.981 

84.51 

1.381 

70.28 

1.979 

95.47 

1.963 

82.58 

1.672 

73.40 

1.840 

81.60 

1.630 

75.39 

1.909 

81.83 

Kidneys  (G) 

X  BRAIN  WEIGHT 

4.201 

188.72 

4.330 

184.73 

3.835 

195.17 

4.435 

213.94 

4.805 

202.15 

3.645 

160.01 

4.586 

203.37 

4.375 

202.36 

3.601 

154.35 

Lungs/Bronchi  (G) 

X  BRAIN  WEIGHT 

2.337 

104.99 

2.235 

95.35 

2.761 

140.51 

2.406 

116.06 

2.697 

113.46 

2.340 

102.72 

2.754 

122.13 

2.082 

96.30 

3.187 

136.61 

Liver  (G) 

X  BRAIN  WEIGHT 

25.321 

1137.51 

25.139 

1072.48 

15.508 

789.21 

22.658 

1093.01 

25.532 

1074.13 

24.655 

1082.31 

25.651 

1137.52 

26.304 

1216.65 

21.903 

938.83 

Spleen  (G) 

X  BRAIN  WEIGHT 

0.949 

42.63 

1.044 

44.54 

0.716 

36.44 

1.072 

51.71 

1.392 

58.56 

0.975 

42.80 

1.022 

45.32 

0.814 

37.65 

0.776 

33.26 

Testes  with  Epididymides  (G) 
X  BRAIN  WEIGHT 

5.279 

237.15 

5.652 

241.13 

5.066 

257.81 

5.849 

282.15 

6.103 
'  256.75 

5.053 

221.82 

5.434 

240.98 

5.048 

233.49 

5.052 

216.55 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 

INDIVIDUAL  ORGAN  WEIGHTS 


STUDY:  152 

SEX:  MALE 

GROUP: 
ALL  FATES 

2-M  -  0 
DAYS: 

.5  mg  base/kg/day  i 

183-185  ALL  BALANCES  dJ 

i  H 

u  — 

V..-Z2 

j 

i 

i 

J 

ANIMAL  ID: 

BALANCE  NO.: 

460 

2027 

461 

2027 

462 

2027 

463 

2027 

464 

2027 

465 

2027 

466 

2027 

467 

2027 

468 

2027 

BOOT  WEIGHT  (G) 

673 

710 

750 

697 

731 

709 

763 

585 

745 

Adrenal  Glands  (G) 

X  BRAIN  WEIGHT 

0.063 

3.01 

0.060 

2.77 

0.070 

3.11 

0.058 

2.53 

0.064 

3.00 

0.069 

3.17 

0.058 

2.54 

0.066 

3.03 

0.055 

2.61 

Brain  (G) 

2.092 

2.164 

2.252 

2.290 

2.132 

2.177 

2.286 

2.181 

2.109 

Heart  (G) 

X  BRAIN  WEIGHT 

1.781 

85.13 

1.655 

76.48 

2.028 

90.05 

1.797 

78.47 

1.690 

79.27 

1.637 

75.20 

1.804 

78.92 

1.609 

73.77 

1.674 

79.37 

1C  i  dneys  (  G  ) 

X  BRAIN  WEIGHT 

4.276 

204.40 

3.800 

175.60 

4.298 

190.85 

4.671 

203.97 

4.234 

198.59 

3.448 

158.38 

4.266 

186.61 

4.225 

193.72 

3.883 

184.12 

Lungs/Bronchi  (G) 

X  BRAIN  WEIGHT 

2.537 

121.27 

2.980 

137.71 

2.381 

105.73 

2.502 

109.26 

1.973 

92.54 

2.434 

111.81 

2.647 

115.79 

2.576 

118.11 

2.284 

108.30 

Liver  (G) 

X  BRAIN  WEIGHT 

27.841 

1330.83 

27.778 

1283.64 

25.059 

1112.74 

24.371 

1064.24 

24.511 

1149.67 

22.002 

1010.66 

24.863 

1087.62 

18.961 

869.37 

24.488 

1161.12 

Spleen  (G) 

X  BRAIN  WEIGHT 

1.050 

50.19 

0.903 

41.73 

0.969 

43.03 

1.019 

44.50 

0.896 

42.03 

0.895 

41.11 

0.873 

38.19 

0.878 

40.26 

1.014 

48.08 

Testes  with  Epididymides 
X  BRAIN  WEIGHT 

(G)  5.783 

276.43 

5.057 

233.69 

5.432 

241.21 

5.123 

223.71 

5.090 

238.74 

5.532 

254.11 

5.172 

226.25 

5.344 

245.03 

4.550 

215.74 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ORGAN  WEIGHTS 


STUDY:  152 
SEX:  MALE 


GROUP:  2-M  -  0.5  mg  base/kg/day 


ALL  FATES  DAYS:  183-185 

ALL 

BALANCES 

ANIMAL  ID: 

BALANCE  NO.: 

469 

2027 

470 

2027 

BOOY  WEIGHT  (G) 

713 

594 

Adrenal  Glands  (G) 

X  BRAIN  WEIGHT 

0.053 

2.55 

0.065 

2.86 

Brain  (G) 

2.078 

2.271 

Heart  (G) 

X  BRAIN  WEIGHT 

1.781 

85.71 

1.378 

60.68 

Kidneys  (G) 

X  BRAIN  WEIGHT 

4.376 

210.59 

3.466 

152.62 

Lungs/Bronchi  (G) 

X  BRAIN  WEIGHT 

1.967 

94.66 

1.858 

81.81 

Liver  (G) 

X  BRAIN  WEIGHT 

25.626 

1233.20 

22.053 

971.07 

Spleen  CG) 

X  BRAIN  WEIGHT 

0.902 

43.41 

0.807 

35.54 

Testes  with  Epididymides  CG) 

X  BRAIN  WEIGHT 

5.021 

241.63 

4.730 

208.28 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 

INDIVIDUAL  ORGAN  WEIGHTS 


STUDY:  152 

SEX:  HALE 

ALL 

GROUP: 

FATES 

4-M  -  9.0  mg  base/kg/day  1 

DAYS:  183-185  ALL  BALANCES  1 

J  J 

n  <— 

:_\  J 

L-'Li  Li 

.  i 

i 

(J 

ANIMAL  ID: 

BALANCE  NO.: 

551 

2027 

552 

2027 

553 

2027 

554 

2027 

555 

2027 

556 

2027 

557 

2027 

559 

2027 

560 

2027 

BODY  WEIGHT  <G) 

576 

527 

452 

556 

421 

521 

615 

538 

446 

Adrenal  Glands  (G) 

X  BRAIN  WEIGHT 

0.044 

1.94 

0.076 

3.45 

0.051 

2.61 

0.073 

3.47 

0.055 

2.69 

0.074 

3.46 

0.077 

3.35 

0.046 

2.10 

0.064 

2.76 

Brain  (G) 

2.265 

2.205 

1.955 

2.103 

2.048 

2.141 

2.301 

2.190 

2.320 

Heart  <G) 

X  BRAIN  WEIGHT 

1.619 

71.48 

1.446 

65.58 

1.381 

70.64 

1.444 

68.66 

1.227 

59.91 

1.493 

69.73 

2.016 

87.61 

1.456 

66.48 

1.423 

61.34 

Kidneys  (G) 

X  BRAIN  WEIGHT 

5.405 

238.63 

4.146 

188.03 

4.133 

211.41 

4.455 

211.84 

3.691 

180.22 

4.453 

207.99 

6.213 

270.01 

5.362 

244.84 

3.644 

157.07 

Lungs/Bronchi  (G) 

X  BRAIN  WEIGHT 

3.894 

171.92 

4.210 

190.93 

3.732 

190.90 

4.308 

204.85 

3.286 

160.45 

3.886 

181.50 

4.257 

185.01 

4.953 

226.16 

3.651 

157.37 

Liver  <G) 

X  BRAIN  WEIGHT 

21.013 

927.73 

20.000 

907.03 

19.227 

983.48 

21.428 

1018.93 

14.949 

729.93 

22.649 

1057.87 

26.849 

1166.84 

21.848 

997.63 

17.347 

747.72 

Spleen  (G) 

X  BRAIN  WEIGHT 

2.437 

107.59 

2.861 

129.75 

1.573 

80.46 

2.434 

115.74 

1.149 

56.10 

1.859 

86.83 

2.823 

122.69 

2.480 

113.24 

2.278 

98.19 

Testes  with  Epididymides  (G) 

X  BRAIN  WEIGHT 

5.190 

229.14 

5.077 

230.25 

5.146 

263.22 

6.896 

327.91 

4.463 

217.92 

5.427 

253.48 

5.702 

247.81 

5.665 

258.68 

4.787 

206.34 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ORGAN  WEIGHTS 


STUDY:  152 

SEX:  MALE 

GROUP: 
ALL  FATES 

\ — > 

4-M  -  9.0  mg  base/kg/day  ]' 

DAYS:  183-185  ALL  BALANCES  I iL 

\  'nl  M  P  z  r 

1  \-j  * 

)  dd  la\  U  Li 

ANIMAL  ID: 

BALANCE  NO.: 

561 

2027 

562 

2027 

563 

2027 

564 

2027 

565 

2027 

566 

2027 

567 

2027 

568 

2027 

569 

2027 

BOOY  WEIGHT  <G) 

505 

541 

548 

507 

508 

523 

592 

473 

571 

Adrenal  Glands  (G) 

0.097 

0.048 

0.081 

0.051 

0.088 

0.047 

0.083 

0.101 

0.079 

X  BRAIN  WEIGHT 

4.47 

2.15 

3.76 

2.30 

3.94 

2.29 

4.32 

4.37 

3.56 

Brain  (G) 

2.172 

2.236 

2.155 

2.221 

2.233 

2.051 

1.921 

2.310 

2.217 

Heart  (G) 

1.563 

1.748 

1.807 

1.397 

2.051 

1.729 

1.871 

1.530 

1.564 

X  BRAIN  WEIGHT 

71.96 

78.18 

83.85 

62.90 

91.85 

84.30 

97.40 

66.23 

70.55 

Kidneys  (G) 

4.693 

4.881 

4.668 

3.686 

4.755 

3.803 

3.773 

3.706 

5.978 

X  BRAIN  WEIGHT 

216.07 

218.29 

216.61 

165.96 

212.94 

185.42 

196.41 

160.43 

269.64 

Lungs/ Bronchi  (G) 

4.704 

4.783 

5.236 

3.884 

4.008 

4.279 

4.632 

7.705 

6.176 

X  BRAIN  WEIGHT 

216.57 

213.91 

242.97 

174.88 

179.49 

208.63 

241.12 

333.55 

278.57 

Liver  (G) 

21.743 

23.179 

23.490 

19.251 

29.796 

22.223 

26.805 

20.559 

26.048 

X  BRAIN  WEIGHT 

1001.06 

1036.63 

1090.02 

866.77 

1334.35 

1083.52 

1395.37 

890.00 

1174.92 

Spleen  (G) 

2.375 

2.739 

2.615 

2.206 

3.348 

2.432 

3.289 

2.144 

2.654 

X  BRAIN  WEIGHT 

109.35 

122.50 

121.35 

99.32 

149.93 

118.58 

171.21 

92.81 

119.71 

Testes  with  Epididymides  (G) 

5.531 

5.233 

4.933 

5.345 

4.274 

5.161 

5.336 

5.630 

5.268 

X  BRAIN  WEIGHT 

254.65 

234.03 

228.91 

240.66 

191.40 

251.63 

277.77 

243.72 

237.62 

1-9 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 

INDIVIDUAL  ORGAN  WEIGHTS 


STUDY:  152 

SEX:  MALE 

ALL 

GROUP: 

FATES 

3-M  -  2 
DAYS: 

J  j: 

.0  mg  base/kg/day  ju 

183-185  ALL  BALANCES 

Lai 

a  b 

Lai  u 

~  r 
.  ( 

Li 

ANIMAL  ID: 

BALANCE  NO.: 

501 

2027 

502 

2027 

503 

2027 

504 

2027 

505 

2027 

506 

2027 

507 

2027 

508 

2027 

509 

2027 

BOOY  WEIGHT  (G) 

666 

619 

592 

624 

640 

644 

665 

668 

598 

Adrenal  Glands  (G) 

X  8RAIN  WEIGHT 

0.079 

3.78 

0.063 

2.54 

0.055 

2.41 

0.056 

2.70 

0.047 

1.99 

0.077 

3.47 

0.064 

2.96 

0.081 

3.60 

0.087 

3.32 

Brain  (G) 

2.089 

2.480 

2.283 

2.073 

2.362 

2.222 

2.161 

2.249 

2.622 

Heart  (G) 

X  BRAIN  WEIGHT 

1.802 

86.26 

1.540 

62.10 

1.580 

69.21 

1.668 

80.46 

1.601 

67.78 

1.742 

78.40 

1.782 

82.46 

1.784 

79.32 

1.673 

63.81 

Kidneys  (G) 

X  BRAIN  WEIGHT 

4.348 

208.14 

4.097 

165.20 

3.701 

162.11 

4.060 

195.85 

4.817 

203.94 

4.361 

196.26 

4.604 

213.05 

4.810 

213.87 

4.548 

173.46 

Lungs/Bronchi  (G) 

X  8RAIN  WEIGHT 

3.070 

146.96 

2.861 

115.36 

2.962 

129.74 

3.155 

152.19 

3.263 

138.15 

4.864 

218.90 

3.699 

171.17 

3.787 

168.39 

3.550 

135.39 

Liver  (G) 

X  BRAIN  WEIGHT 

27.381 

1310.72 

22.461 

905.69 

20.165 

883.27 

24.177 

1166.28 

28.280 

1197.29 

24.791  24.612 

1115.71  1138.92 

30.291 

1346.87 

22.189 

846.26 

Spleen  (G) 

%  8RAIN  WEIGHT 

1.482 

70.94 

1.175 

47.38 

1.067 

46.74 

1.248 

60.20 

1.122 

47.50 

1.046 

47.07 

1.362 

63.03 

1.092 

48.55 

1.490 

56.83 

Testes  with  Epididymides  (G) 
X  BRAIN  WEIGHT 

6.009 

287.65 

5.683 

229.15 

4.941 

216.43 

4.877 

235.26 

5.089 

215.45 

5.597 

251.89 

5.928 

274.32 

5.900 

262.34 

6.834 

260.64 
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STUDY:  152 

SEX:  MALE 

GROUP: 
ALL  FATES 

3-M  -  2 
0AYS: 

.0  mg  base/kg/day  if'i 

183-185  ALL  BALANCES  |u 

- - * 

1 

fi  r5 

lA  * 

1 

1 

u 

ANIMAL  ID: 

BALANCE  NO.: 

510 

2027 

511 

2027 

512 

2027 

513 

2027 

514 

2027 

515 

2027 

516 

2027 

517 

2027 

518 

2027 

BODY  WEIGHT  (G) 

623 

682 

778 

677 

695 

781 

634 

641 

669 

Adrenal  Glands  (G) 

X  BRAIN  WEIGHT 

0.051 

2.43 

0.041 

1.87 

0.031 

1.36 

0.086 

4.01 

0.079 

3.71 

0.029 

1.39 

0.066 

3.19 

0.051 

2.42 

0.074 

3.33 

Brain  (G) 

2.102 

2.197 

2.279 

2.144 

2.129 

2.092 

2.067 

2.111 

2.222 

Heart  (G) 

X  BRAIN  WEIGHT 

1.509 

71.79 

1.607 

73.15 

1.645 

72.18 

1.767 

82.42 

1.652 

77.60 

1.778 

84.99 

1.615 

78.13 

1.740 

82.43 

1.727 

77.72 

Kidneys  (G) 

X  BRAIN  WEIGHT 

4.436 

211.04 

4.937 

224.72 

4.956 

217.46 

4.622 

215.58 

4.550 

213.72 

5.009 

239.44 

4.619 

223.46 

4.119 

195.12 

4.803 

216.16 

Lungs/Bronchi  (G) 

X  BRAIN  WEIGHT 

2.309 

109.85 

3.563 

162.18 

3.104 

136.20 

3.523 

164.32 

3.130 

147.02 

4.093 

195.65 

3.522 

170.39 

2.826 

133.87 

3.370 

151.67 

Liver  (G) 

X  BRAIN  WEIGHT 

24.529 

1166.94 

27.155 

1236.00 

27.012 

1185.26 

25.586 

1193.38 

25.044 

1176.33 

28.221 

1349.00 

24.884 

1203.87 

24.720 

1171.01 

21.666 

975.07 

Spleen  (G) 

X  BRAIN  WEIGHT 

0.906 

43.10 

1.188 

54.07 

1.144 

50.20 

1.318 

61.47 

1.170 

54.96 

1.199 

57.31 

1.148 

55.54 

1.385 

65.61 

1.259 

56.66 

Testes  with  Epididymides  (G) 
X  BRAIN  WEIGHT 

5.855 

278.54 

5.379 

244.83 

5.044 

221.33 

5.779 

269.54 

5.433 

255.19 

5.509 

263.34 

5.235 

253.27 

5.863 

277.74 

4.805 

216.25 
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INDIVIDUAL  ORGAN  WEIGHTS 

GROUP:  3-M  -  2.0  mg  base/kg/day 


STUDY:  152 
SEX:  MALE 


ALL  FATES  DAYS:  183-185 

ALL 

BALANCES 

ANIMAL  ID: 

BALANCE  NO.: 

519 

520 

2027 

BODY  WEIGHT  (G) 

600 

669 

Adrenal  Glands  (G) 

X  BRAIN  WEIGHT 

0.032 

1.50 

0.054 

2.48 

Brain  (G) 

2.140 

2.175 

Heart  (G) 

X  BRAIN  WEIGHT 

1.575 

73.60 

1.522 

69.98 

Kidneys  (G) 

X  BRAIN  WEIGHT 

4.290 

200.47 

5.018 

230.71 

Lungs/Bronchi  (G) 

X  BRAIN  WEIGHT 

3.041 

142.10 

3.751 

172.46 

Liver  (G) 

X  BRAIN  WEIGHT 

25.334 

1183.83 

28.100 

1291.95 

Spleen  (G) 

X  BRAIN  WEIGHT 

1.039 

48.55 

1.130 

51.95 

Testes  with  Epididymides  (G) 

X  BRAIN  WEIGHT 

5.172 

241.68 

4.559 

209.61 

3 


ini  L 


!  I 
.  I 

li 
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STUDY:  152 
SEX:  HALE 


ANIMAL  10: 

BALANCE  NO.: 

570 

2027 

BOOY  WEIGHT  (G) 

680 

Adrenal  Glands  (G) 

X  BRAIN  WEIGHT 

0.079 

3.49 

Brain  (G) 

2.266 

Heart  (G) 

X  BRAIN  WEIGHT 

1.825 

80.54 

Kidneys  (G) 

X  BRAIN  WEIGHT 

5.962 

263.11 

Lungs/Bronchi  (G) 

X  BRAIN  WEIGHT 

4.981 

219.81 

Liver  (G) 

X  BRAIN  WEIGHT 

31.327 

1382.48 

Spleen  (G) 

X  BRAIN  WEIGHT 

4.372 

192.94 

ALL 


GROUP:  4-M  -  9.0  mg  base/kg/day 
FATES  DAYS:  183-185  ALL  BALANCES 


TT'T]' 


l'\A 
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STUDY:  152 

SEX:  FEMALE 

GROUP: 
ALL  FATES 

4-F  -  9.0  mg  base/kg/day 

DAYS:  183-185  ALL  BALANCES  CL 

~)  n  r*  rrr. 

<  '  j  .1 

uU  Li!  Li  Lj 

ANIMAL  ID: 

BALANCE  NO.: 

576 

2027 

577 

2027 

578 

2027 

579 

2027 

580 

2027 

581 

2027 

582 

2027 

583 

2027 

584 

2027 

BODY  WEIGHT  (G) 

352 

305 

353 

317 

324 

294 

302 

331 

312 

Adrenal  Glands  (G) 

0.098 

0-080 

0.089 

0.067 

0.111 

0.097 

0.109 

0.114 

0.079 

X  BRAIN  WEIGHT 

4.92 

4.11 

4.63 

3.50 

5.83 

4.92 

5.43 

5.54 

4.05 

Brain  (G) 

1.990 

1.947 

1.924 

1.917 

1.905 

1.973 

2.006 

2.05B 

1.953 

Heart  (G) 

1.029 

1.079 

1.043 

1.115 

0.989 

0.911 

0.970 

1.071 

1.043 

X  BRAIN  WEIGHT 

51.71 

55.42 

54.21 

58.16 

51.92 

46.17 

48.35 

52.04 

53.41 

Kidneys  (G) 

2.708 

2.475 

2.990 

2.907 

2.528 

2.687 

2.330 

2.736 

2.855 

X  BRAIN  WEIGHT 

136.08 

127.12 

155.41 

151.64 

132.70 

136.19 

116.15 

132.94 

146.19 

Lungs/Bronchi  (G) 

2.735 

3.143 

3.137 

3.721 

2.540 

3.302 

2.923 

4.409 

4.823 

X  BRAIN  WEIGHT 

137.44 

161.43 

163.05 

194.11 

133.33 

167.36 

145.71 

214.24 

246.95 

Liver  (G) 

13.682 

12.246 

14.656 

13.008 

13.816 

10.929 

11.913 

13.909 

12.603 

X  BRAIN  WEIGHT 

687.54 

628.97 

761.75 

678.56 

725.25 

553.93 

593.87 

675.85 

645.31 

Ovaries  (G) 

0.148 

0.108 

0.118 

0.141 

0.139 

0.110 

0.050 

0.147 

0.103 

X  BRAIN  WEIGHT 

7.44 

5.55 

6.13 

7.36 

7.30 

5.58 

2.49 

7.14 

5.27 

Spleen  (G) 

0.820 

0.923 

1.319 

1.473 

1.268 

1.033 

1.291 

1.222 

1.271 

X  BRAIN  WEIGHT 

41.21 

47.41 

68.56 

76.84 

66.56 

52.36 

64.36 

59.38 

65.08 
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STUDY:  152 

SEX:  FEMALE 

GROUP: 
ALL  FATES 

i' 

4-F  -  9.0  mg  base/kg/day 

DAYS:  183-185  ALL  BALANCES 

1  L1 

J  J] 

r»  f"® 

u,J 

Li 

ANIMAL  ID: 

BALANCE  NO.: 

585 

2027 

586 

2027 

587 

2027 

588 

2027 

589 

2027 

590 

2027 

591 

2027 

592 

2027 

593 

2027 

BODY  WEIGHT  (G) 

334 

360 

313 

306 

326 

328 

319 

301 

290 

Adrenal  Glands  (G) 

%  BRAIN  WEIGHT 

0.078 

4.13 

0.085 

4.45 

0.121 

6.38 

0.079 

3.70 

0.094 

4.47 

0.104 

4.64 

0.106 

5.11 

0.092 

4.79 

0.088 

4.12 

Brain  (G) 

1.887 

1.908 

1.898 

2.135 

2.101 

2.239 

2.074 

1.920 

2.136 

Heart  (G) 

%  BRAIN  WEIGHT 

1.000 

52.99 

1.106 

57.97 

1.023 

53.90 

0.911 

42.67 

1.200 

57.12 

1.066 

47.61 

1.074 

51.78 

0.918 

47.81 

0.914 

42.79 

Kidneys  (G) 

%  BRAIN  WEIGHT 

2.564 

135.88 

3.159 

165.57 

2.973 

156.64 

2.368 

110.91 

3.136 

149.26 

2.628 

117.37 

2.791 

134.57 

2.890 

150.52 

2.559 

119.80 

Lungs/Bronchi  (G) 

%  BRAIN  WEIGHT 

3.102 

164.39 

2.977 

156.03 

3.793 

199.84 

3.140 

147.07 

3.307 

157.40 

3.921 

175.12 

3.385 

163.21 

2.672 

139.17 

3.194 

149.53 

Liver  (G) 

%  BRAIN  WEIGHT 

12.812 

678.96 

15.026 

787.53 

11.470 

604.32 

10.062 

471.29 

14.319 

681.53 

12.035 

537.52 

11.522 

555.54 

13.739 

715.57 

11.698 

547.66 

Ovaries  (G) 

%  BRAIN  WEIGHT 

0.118 

6.25 

0.147 

7.70 

0.125 

6.59 

0.086 

4.03 

0.067 

3.19 

0.134 

5.98 

0.117 

5.64 

0.087 

4.53 

0.097 

4.54 

Spleen  (G) 

%  BRAIN  WEIGHT 

1.227 

65.02 

1.404 

73.58 

1.606 

84.62 

1.510 

70.73 

1.829 

87.05 

1.502 

67.08 

1.209 

58.29 

1.167 

60.78 

1.291 

60.44 
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SEX:  FEMALE 


GROUP:  4-F  -  9.0  mg  base/kg/day 

ALL  FATES  DAYS:  183-185  ALL  BALANCES 

ANIMAL  ID: 

BALANCE  NO.: 

594 

2027 

595 

2027 

BODY  WEIGHT  (G) 

305 

296 

Adrenal  Glands  (G) 

0.089 

0.087 

X  BRAIN  WEIGHT 

4.61 

4.50 

Brain  (G) 

1.931 

1.935 

Heart  (G) 

0.960 

0.770 

X  BRAIN  WEIGHT 

49.72 

39.79 

Kidneys  (G) 

2.408 

2.290 

X  BRAIN  WEIGHT 

124.70 

118.35 

Lungs/Bronchi  (G) 

3.763 

2.620 

X  BRAIN  WEIGHT 

194.87 

135.40 

Liver  (G) 

12.510 

11.093 

X  BRAIN  WEIGHT 

647.85 

573.28 

Ovaries  (G) 

0.097 

0.068 

X  BRAIN  WEIGHT 

5.02 

3.51 

Spleen  (G) 

1.139 

0.972 

X  BRAIN  WEIGHT 

58.98 

50.23 

;  i 

U 
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DRAFT  PATHOLOGY  REPORT 

SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INTRODUCTION 

This  pathology  report,  submitted  by  Pathology  Associates  International  (PAI)  to  Toxicology 
Research  Laboratory,  University  of  Illinois  at  Chicago  (UIC/TRL),  represents  the  histopathology 
findings  for  the  study  designated  as  "Six  Month  Oral  Toxicity  Study  of  WR238605  Succinate  in 
Rats",  UIC/TRL  Study  Number  152. 

EXPERIMENTAL  DESIGN  AND  METHODS 

Three  groups  (Groups  2-4),  each  composed  of  20  male  and  20  female  CD®  (Virus  Antibody 
Free)  rats  designated  for  histopathology,  were  given  the  test  article  once  daily  by  oral  gavage  in  5 
ml/kg/day  of  test  article  vehicle  (aqueous  1%  methylcellulose/0.2%  Tween  80)  for  at  least  twenty- 
six  weeks.  The  dose  levels  administered  were  0.5,  2.0,  and  9.0  mg  base/kg/day  for  animals  in  the 
low,  mid,  and  high  dose  groups,  respectively.  Also,  one  group  (control),  composed  of  20  male 
and  20  female  CD®  (Virus  Antibody  Free)  rats  designated  for  histopathology,  was  given  the  test 
article  vehicle  alone  once  daily  by  oral  gavage  for  at  least  twenty-six  weeks.  The  experimental 
design  is  summarized  in  Table  I  (Summary  of  Experimental  Design). 

With  the  exception  of  one  animal  (high  dose  male,  animal  number  0558)  found  dead  on  Day  137, 
all  animals  were  sacrificed  and  necropsied  in  random  order  on  Study  Days  183,  184,  and  185. 
Animals  were  anesthetized  with  carbon  dioxide  and  sacrificed  by  exanguination.  All  necropsies 
were  performed  according  to  UIC/TRL  Standard  Operating  Procedures  and  were  conducted  by 
PAI  personnel,  except  for  the  high  dose  male  (number  0558)  which  was  necropsied  on  the  day  of 
death  by  an  approved  UIC/TRL  technician.  Tissues  required  by  the  protocol  (see  Table  II, 
Protocol-Required  Tissues)  were  examined  and  placed  in  10%  neutral  buffered  formalin.  Bone 
marrow  smears  were  prepared  from  the  femur  of  each  animal  at  necropsy.  The  bone  marrow 
smears  were  fixed  in  methanol,  stained  with  a  Wrights-Giemsa  stain,  and  evaluated 
microscopically  to  determine  the  Myeloid:Erythroid  (M:E)  Ratio. 

Tissues  required  for  histopathologic  evaluation  in  control  (Group  1)  and  high  dose  (Group  4) 
groups  were  trimmed  and  processed,  and  slides  were  prepared  in  accordance  with  PAI  Standard 
Operating  Procedures.  In  addition,  kidney  sections  from  3  high  dose  animals  (0567,  0585,  and 
0587)  were  stained  by  the  Periodic  Acid  Schiff  method1  and  livers  from  3  high  dose  animals 


1  “Periodic  Acid  Schiff  (PAS)  Procedure”,  Armed  Forces  Institute  of  Pathology:  Laboratory  Methods  in 
Histotechnoloev,  1992;  pages  151-152. 
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(0556,  0561,  and  0566)  were  post-fixed  with  osmium  tetroxide  for  lipid  visualization2.  These 
tissues  were  evaluated  by  light  microscopy  and  the  results  were  tabulated.  Some  tissues  are 
inherently  difficult  to  obtain  in  sections  because  of  their  small  size  (e.g.  parathyroid  gland). 
Tissues  were  recorded  as  "unsuitable  for  complete  evaluation"  when  they  were  missing  in  both  the 
original  section  and  in  recut  and/or  retrim  attempts  to  obtain  them.  Adrenal  glands,  liver  (males 
only),  spleen,  lung,  kidneys,  uterus,  and  sternum  with  bone  marrow  were  trimmed  and  processed, 
slides  were  prepared,  and  the  tissues  were  examined  microscopically  for  animals  in  the  low  and 
mid  dose  groups.  Also,  all  gross  lesions  were  examined  microscopically. 

Treatment-related  lesions  are  summarized  in  Table  III,  Summary  of  Treatment-Related  Lesions. 
Microscopic  findings  for  all  groups  are  summarized  in  the  Project  Summary  Tables  (Section  II). 
The  mean  group  severity  scores  are  found  in  the  Severity  Summary  Tables  (Section  IH).  Where 
applicable,  all  tissue  changes  received  a  severity  grade  based  upon  the  following  scale:  1  = 
minimal,  2  =  mild,  3  =  moderate,  and  4  =  marked.  Final  average  severity  scores  for  each  change 
were  slightly  modified  by  weighting  factors  automatically  assigned  by  the  LAB  CAT® 
histopathology  data  management  system.  Weighting  factors  are  explained  in  Table  IV  (Severity 
Weighting  Factors).  Microscopic  findings  in  the  protocol-required  tissues  for  individual  animals 
are  presented  in  the  Tabulated  Animal  Data  Tables  (Section  IV).  The  correlation  of  the  necropsy 
findings  and  histopathology  findings  are  reported  in  the  Correlation  of  Gross  and  Microscopic 
(Micro)  Findings  (Section  V).  The  codes  used  as  entries  in  these  tables  are  explained  in  the 
Report  Codes  Table.  The  results  of  the  bone  marrow  evaluation  are  presented  in  the  Bone 
Marrow  Evaluation  Report  (Section  VO). 

RESULTS  AND  DISCUSSION 

The  Results  and  Discussion  section  is  divided  into  five  parts:  Necropsy  Findings,  Diagnostic 
Terms,  Surgical  Specimen  Findings,  Histopathology  Findings,  and  Bone  Marrow  Evaluation 
Findings.  The  Necropsy  Findings  portion  describes  lesions  seen  at  necropsy  or  trimming  that 
were  test  article-related.  The  Diagnostic  Terms  portion  lists  and  clarifies  diagnostic  terminology 
that  may  be  unclear.  Terms  listed  in  the  Diagnostic  Terms  portion  of  this  section  includes,  but  is 
not  limited  to,  those  that  were  considered  to  be  test  article-related.  The  Surgical  Specimens 
Findings  portion  reports  findings  from  surgical  specimens  from  the  study.  The  Histopathology 
Findings  portion  of  this  section  reports  the  results  and  provides  discussion  of  the  histopathologic 
evaluation  of  the  tissues.  The  Bone  Marrow  Evaluation  Findings  portion  of  this  section  reports 
the  results  of  bone  marrow  smear  evaluations. 

Necropsy  Findings 

Gioss  lesions  were  observed  in  lung  from  4  of  20,  5  of  20,  18  of  20,  and  20  of  20  males  in 
control,  low,  mid,  and  high  dose  groups,  respectively;  and  in  9  of  20,  7  of  20,  19  of  20,  and  20  of 
20  females  in  control,  low,  mid,  and  high  dose  groups,  respectively.  Lung  lesions  generally 


2  “Osmium  Tetroxide  Method  for  Fat  (Paraffin  Sections)” .Manual  of  Histologic  Staining  Methods  of  the  Armed 
Forces  Institute  of  Pathology,  third  edition,  1968;  pages  143-145. 
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consisted  of  pigmentation  changes  such  as  red  or  white  foci  or  mottled  appearance.  Red  lung 
lesions  generally  correlated  to  hemorrhage  and  white  lung  lesions  generally  correlated  to 
interstitial  inflammation  and/or  accumulation  of  foamy  macrophages. 

Enlarged  spleen  was  observed  in  0  of  20,  0  of  20,  0  of  20,  and  9  of  20  males  in  control,  low,  mid, 
and  high  dose  groups,  respectively,  and  in  0  of  20,  0  of  20,  0  of  20,  and  2  of  20  females  in  the 
control,  low,  mid,  and  high  dose  groups,  respectively.  Enlarged  spleens  correlated  to  splenic 
congestion. 

All  other  gross  lesions  were  interpreted  as  incidental  findings.  Gross  observations  are  listed  in  the 
Correlation  of  Gross  and  Microscopic  (Micro)  Findings  report  in  Section  V.  Microscopic 
findings  were  correlated  with  gross  lesions  when  possible. 

Diagnostic  Terms 

The  morphologic  characteristics  of  observations  and  lesions  which  require  comment  are  presented 
in  subsequent  paragraphs  to  aid  in  the  interpretation  of  the  data. 

Lung 

Chronic  interstitial  inflammation  was  characterized  by  the  presence  of  alveolar  macrophages  in 
alveolar  lumens  and  thickened  alveolar  walls  which  stained  more  basophilic  than  normal  in  the 
affected  region.  Foamy  macrophage  accumulation  was  diagnosed  when  lumenal  macrophages 
were  very  large  with  copious  foamy  cytoplasm.  Hemorrhage  was  characterized  by  the 
presence  of  free  erythrocytes  and  fibrin  in  the  lumen  of  alveoli  in  the  affected  region.  Chronic 
perivascular  inflammation  was  characterized  by  focal  accumulation  of  mature  lymphocytes 
around  or  adjacent  to  small  arteries.  Hemorrhage,  foamy  macrophage  accumulation,  and 
chronic  interstitial  inflammation  were  generally  present  in  the  same  regions.  Chronic 
interstitial  inflammation  was  interpreted  as  the  end  result  of  chronic  hemorrhage  with 
macrophage  accumulation,  because  it  tended  to  develop  in  the  more  extensive  lesions. 

Granulomatous  inflammation  was  characterized  by  the  presence  of  large  multinucleated  cells 
with  an  eosinophilic  homogeneous  central  region  and  nuclei  aligned  around  the  outer  margin. 
Such  cells  were  interpreted  to  represent  the  presence  of  particulate  material  such  as  might 
occur  from  aspiration  of  food  or  methylcellulose  dosing  medium.  Acute  inflammation  was 
represented  by  accumulation  of  neutrophils  in  alveoli  of  affected  areas.  Edema  consisted  of 
alveoli  filled  with  eosinophilic  homogeneous  material.  Edema  was  generally  associated  with 
acute  inflammation  when  present. 

Spleen 

Erythropoiesis  was  characterized  by  increased  number  and  size  of  erythrocyte  precursor  cell 
colonies  in  red  pulp  of  spleen.  Pigmentation  was  characterized  by  the  presence  of  focal 
groups  of  macrophages  that  contained  dark  brown  granular  material  in  their  cytoplasm.  Some 
pigment  is  normally  present  in  splenic  macrophages.  Therefore,  it  was  only  diagnosed  when 
present  in  sufficient  quantity  to  be  readily  recognized  at  40x  magnification.  Hyperplasia  of 
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reticuloendothelial  cells  was  characterized  by  an  increased  thickness  and  prominence  of  the 
lightly  basophilic  zone  of  cells  at  the  interface  between  red  and  white  pulp.  Congestion  was 
characterized  by  increased  prominence  of  red  pulp  regions  due  to  pooling  of  erythrocytes  in 
splenic  sinusoids. 

Sternum 

Bone  marrow  hyperplasia  was  diagnosed  when  blood  precursor  cells  were  increased  at  the 
expense  of  lipid  cells.  Granulopoiesis  was  diagnosed  when  the  number  of  myeloid  cells  was 
increased  at  the  expense  of  lipid  cells. 

Liver 

Apoptosis  was  characterized  by  the  presence  of  condensed  deeply  eosinophilic  round  bodies 
in  centrilobular  regions  of  the  liver.  Fatty  change  was  diagnosed  when  cells  in  centrilobular  to 
midzonal  regions  contained  discrete  round  vacuoles  in  their  cytoplasm.  Vacuoles  in 
hepatocytes  were  generally  empty,  but  sometimes  contained  lightly  eosinophilic  homogeneous 
material,  and  they  displaced  the  nucleus  to  the  outer  margin  of  the  cell.  Osmium  post-fixation 
demonstrated  that  at  least  some  of  the  hepatocyte  vacuoles  in  liver  from  animal  numbers  0556 
and  0566  were  due  to  lipid  content.  Osmium  staining  was  not  observed  in  liver  from  animal 
number  0561.  Vacuolated  cell  focus  was  characterized  by  the  presence  of  a  focal  region  of 
hepatocytes  with  finely  vacuolated  cytoplasm  and  a  centrally  located  nucleus. 

Pigmentation  was  characterized  by  the  presence  of  brown  granular  material  in  the  cytoplasm 
of  centrilobular  hepatocytes.  Congestion  was  diagnosed  when  blood-filled  sinusoids  were 
observed  in  centrilobular  areas  that  are  generally  occupied  by  hepatocytes.  Chronic 
inflammation  was  characterized  by  focal  accumulation  of  lymphocytes  in  some  portal  regions, 
adjacent  to  vessels,  or  within  sinusoids. 

Kidney 

Pigmentation  in  renal  cortex  was  characterized  by  the  presence  of  brown  granular  pigment  in 
the  cytoplasm  of  some  renal  tubule  epithelial  cells.  The  pattern  of  pigmented  cell  distribution 
was  most  consistent  with  specific  accumulation  in  proximal  convoluted  tubules.  Periodic  Acid 
Schiff  (PAS)  staining  in  sections  from  three  animals  confirmed  that  the  pigment  was  in 
proximal  convoluted  tubule  epithelium,  as  indicated  by  the  presence  of  PAS  positive  brush 
borders  on  the  lumen  surface  of  the  pigmented  cells.  Round  homogeneous  bodies  consistent 
with  protein  globules  were  also  present  in  the  lumen  of  some  pigmented  proximal  convoluted 
tubules,  but  there  was  insufficient  evidence  of  epithelial  cell  necrosis  to  justify  a  diagnosis  of 
nephrosis.  Pigmentation  of  cortical  epithelial  cells  was  considered  to  be  a  sensitive 
morphologic  indicator  of  chronic  hemoglobin  resorptive  activity  in  the  kidney. 

Adrenal  Gland 

Pigmentation  was  characterized  by  the  presence  of  cells  in  the  zona  reticularis  region  that 
contained  a  variable  amount  of  brown  granular  pigment  in  their  cytoplasm.  Congestion  was 
diagnosed  when  vessels  in  the  adrenal  cortex  were  dilated  and  filled  with  erythrocytes. 
Pigmentation  in  the  zona  reticularis  region  generally  occurs  in  aging  rats  due  to  lipofiiscin 
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deposits.  However,  in  this  study  the  possibility  of  hemosiderin  deposits  cannot  be  ruled  out 
because  of  the  chronic  pulmonary  hemorrhage  observed,  and  thus  the  probable  circulation  of 
free  hemoglobin  in  blood. 

Uterus 

Dilatation  was  diagnosed  when  the  uterine  horn  lumen  size  was  increased  in  cross-sectional 
diameter  with  associated  thinning  of  the  uterine  wall. 

The  remainder  of  the  diagnoses  used  in  this  study  were  considered  to  be  self-explanatory  and 
were  not  discussed  in  this  section. 

Surgical  Specimen  Findings 

A  skin  mass  was  observed  and  surgically  removed  from  the  lower  left  abdominal  region  of  animal 
number  0599  (high  dose  female)  during  the  second  week  of  the  study.  Histo pathological 
evaluation  of  the  mass  revealed  it  to  be  malignant  adenocarcinoma  of  mammary  gland.  A  second 
mass  was  observed  in  the  left  abdominal  region  of  this  same  animal  during  Study  Week  6  and 
surgically  removed  during  Study  Week  8.  The  second  mass  was  also  a  malignant  adenocarcinoma 
of  mammary  gland.  The  second  tumor  probably  represents  growth  from  incomplete  removal  of 
the  first  one. 

A  skin  mass  was  observed  on  the  lower  right  abdominal  region  of  animal  number  0539  (mid  dose 
female)  during  Study  Week  20  and  surgically  removed  during  Study  Week  21.  Histopathological 
evaluation  of  the  mass  revealed  it  to  be  a  benign  adenoma  of  mammary  gland. 

Mammary  gland  tumors  are  common  in  aging  CD®  rats,  but  uncommon  in  CD®  rats  that  are  less 
than  6  months  of  age.  However,  they  do  occur  in  younger  rats,  as  evidenced  by  the  report  by 
Oishi  et  al.  of  a  spontaneously  occurring  mammary  adenocarcinoma  in  a  10-week-old  female 
Sprague  Dawley  rat  (Toxicologic  Pathology,  Volume  23,  No.  6,  1995,  pages  696-700).  Induced 
mammary  gland  neoplasia  is  frequently  associated  with  focal  or  multifocal  acinar  hyperplasia.  The 
only  occurrences  of  acinar  hyperplasia  in  this  study  were  in  animal  number  0415  (control  male) 
and  animal  number  0481  (low  dose  female).  There  was  no  indication  of  treatment-related  focal  or 
multifocal  mammary  gland  acinar  hyperplasia  in  this  study.  Therefore,  the  mammary  gland  tumors 
observed  in  this  study  are  probably  incidental  findings. 

Histopathology  Findings 

The  incidence  and  severity  of  treatment-related  histopathology  findings  are  summarized  in  Table 
m.  Summary  of  Treatment-Related  Lesions.  These  findings  are  further  discussed  by  organ  in  this 
section  of  the  narrative  report. 
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Hemorrhage,  accumulation  of  foamy  macrophages,  and  chronic  interstitial  inflammation  were 
observed  in  all  high  dose  males  and  females.  Hemorrhage  was  less  frequently  observed  in  mid 
dose  males  (4  of  20,  SEV  =  0.30)  and  mid  dose  females  (9  of  20,  SEV  =  0.25),  but 
accumulation  of  foamy  macrophages  and  chronic  interstitial  inflammation  were  present  in  all 
mid  dose  males  and  females.  Treatment-related  lesions  were  not  observed  in  low  dose 
females,  and  were  essentially  absent  from  low  dose  males,  the  exception  being  the  presence  of 
foamy  macrophages  in  lung  from  2  of  20  (SEV  =  0.05)  low  dose  males.  The  slight  increase  in 
incidence  and  severity  of  hemorrhage  in  low  and  mid  dose  lungs  was  not  considered  to  be 
significantly  different  from  the  background  lesions  in  control  animals. 

The  pathogenesis  of  these  lung  lesions  cannot  be  stated  with  certainty.  However,  one  possible 
mechanism  could  be  a  primary  lesion  (not  evident  from  light  microscopy)  to  endothelium 
and/or  type  I  alveolar  cells  that  would  result  in  hemorrhage.  The  presence  of  erythrocytes  and 
blood  protein  could  result  in  attraction  of  macrophages  to  the  alveolar  lumen.  Macrophages 
may  develop  copious  foamy  cytoplasm  as  they  attempt  to  digest  the  lipid  membrane 
component  of  erythrocytes.  Macrophages  may  release  enzymes  into  the  alveolar  lumen 
resulting  in  an  interstitial  inflammatory  response.  Other  potential  causes  of  hemorrhage 
include  high  arterial  blood  pressure,  lack  of  thrombocytes,  or  lack  of  one  or  more  clotting 
factors. 

Liver 

Apoptosis,  pigmentation,  and  fatty  change  were  observed  in  centrilobular  hepatocytes  of 
several  high  dose  males,  but  were  not  apparent  in  high  dose  females.  The  incidence  of  fatty 
change  in  liver  was  slightly  higher  in  mid  dose  males  (6  of  20,  SEV  =  0.30)  than  in  control 
males  (2  of  20,  SEV  =  0.10),  but  the  incidence  of  fatty  change  in  low  dose  males  (3  of  20, 
SEV  =  0. 10)  was  not  considered  to  be  significantly  different  from  control  males  (2  of  20,  SEV 
=  0.10).  The  centrilobular  lesions  observed  in  livers  from  males  in  the  high  dose  group  were 
consistent  with  classic  cases  of  chronic  congestion,  but  they  could  also  be  due  to  the  presence 
of  circulating  free  hemoglobin  in  the  blood  or  a  direct  effect  of  the  test  article.  The  incidence 
of  congestion  in  liver  was  relatively  low  (2  of  20  and  2  of  20  in  mid  and  high  dose  males, 
respectively),  but  exanguination  prior  to  necropsy  may  have  influenced  the  histologic 
appearance  relative  to  its  in  vivo-state.  If  the  low  incidence  of  congestion  is  accepted  as 
reflective  of  the  in-vivo  state,  then  a  direct  test  article  effect  is  more  likely. 

Spleen 

The  incidence  of  congestion  of  spleen  was  notably  increased  in  high  dose  males  (18  of  20)  and 
females  (17  of  20)  and  was  rarely  present  in  control,  low,  or  mid  dose  males  or  females. 
Splenic  congestion  probably  accounts  for  the  increased  splenic  weight/brain  weight  ratios 
observed  in  males  and  females  in  the  high  dose  group. 

Pigmentation  and  erythropoiesis  were  frequently  present  in  spleens  from  females  in  all  the 
dose  groups.  The  high  background  incidence  of  pigmentation  and  erythropoiesis  in  female 
spleen  may  have  masked  any  subtle  treatment  effects  on  these  changes  in  the  female  rats  In 
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males,  there  appears  to  be  a  mild  dose-dependency  for  the  incidence  of  both  erythropoiesis 
and  pigmentation,  including  a  slightly  increased  incidence  of  both  in  the  low  dose  males. 
Hyperplasia  of  reticuloendothelial  cells  was  occasionally  present  in  spleens  from  both  males  (4 
of  20,  SEV  =  0.30)  and  females  (1  of  20,  SEV  =  0.10)  in  the  high  dose  group,  but  was  not 
observed  in  control,  low,  or  mid  dose  groups. 

Sternum  with  Marrow 

Bone  marrow  hyperplasia  was  present  in  all  of  the  male  and  female  dose  groups  except  for  the 
controls  and  the  incidence  increased  in  a  dose-dependent  fashion.  Bone  marrow  hyperplasia  is 
most  consistent  with  a  low  grade  clinical  anemia.  The  variability  of  the  bone  marrow  response 
within  a  given  group  (i.e.  hyperplasia  of  marrow  in  some  animals  while  others  in  the  same 
group  are  normal)  suggests  the  possibility  of  intermittent  hemorrhage  as  the  cause  of  the 
anemia  and  consequent  bone  marrow  hyperplasia.  A  no-effect  level  was  not  observed  in  this 
study  for  bone  marrow  hyperplasia. 

Granulopoiesis  was  observed  in  one  early  death  high  dose  male  (animal  number  0558)  and  one 
high  dose  female  (animal  number  0578).  Granulopoiesis  in  bone  marrow  suggests  that  an 
inflammatory  response  occurred  somewhere  in  the  body  within  1  to  2  weeks  prior  to 
necropsy. 

Kidney 

Pigmentation  in  renal  proximal  convoluted  tubule  epithelial  cells  was  observed  in  both  males 
and  females  in  the  high  and  mid  dose  groups,  but  was  not  present  in  control  and  low  dose 
group  animals.  The  pigment  was  consistent  with  either  hemosiderin  or  lipofuscin  deposition. 
However,  hemosiderin  is  considered  to  be  more  likely  in  the  presence  of  pulmonary 
hemorrhage  because  such  hemorrhage  would  be  expected  to  lead  to  hemoglobin  release  and 
return  to  the  blood  via  direct  resorption  or  lymphatic  return.  Pigmentation  probably  resulted 
in  the  process  of  resorption  of  hemoglobin  after  filtration  through  the  renal  glomeruli. 

Adrenal  Gland 

Pigmentation  in  the  zona  reticularis  region  of  adrenal  cortex  was  notably  present  in  the  high 
dose  males  (10  of  20,  SEV  =  0.60)  and  high  dose  females  (18  of  20,  SEV  =  1.55);  and  to  a 
lessor  extent  in  the  mid  dose  males  (3  of  20,  SEV  =  0.15),  mid  dose  females  (2  of  20,  SEV  = 
0.10),  low  dose  males  (1  of  20,  SEV  =  0.05),  and  low  dose  females  (1  of  20,  SEV  =  0.05). 
Pigmentation  of  adrenal  gland  was  not  observed  in  control  animals  of  either  sex. 
Pigmentation  of  adrenal  cortical  cells  in  the  zona  reticularis  region  of  adrenal  cortex  was 
interpreted  as  a  treatment-related  change.  The  nature  of  the  brown  pigment  is  uncertain. 
Lipofuscin  deposits  commonly  occur  in  this  region  with  advancing  age,  but  hemosiderin 
deposition  cannot  be  ruled  out  without  iron  and/or  acid-fast  staining. 

The  incidence  of  adrenal  gland  congestion  was  increased  in  the  high  dose  females  (18  of  20, 
SEV  =  1.50)  compared  to  the  mid  dose  females  (7  of  20,  SEV  =  0.40),  low  dose  females  (3  of 
20,  SEV  =  0.15),  and  control  females  (7  of  20,  SEV  =  0.35).  Congestion  probably  accounts 
for  the  increased  weight  of  the  adrenals  in  the  high  dose  females.  Adrenal  gland  congestion  is 
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interpreted  as  a  treatment-related  finding,  but  it  is  uncertain  whether  the  effect  is  primary  or 
secondary  to  inflammatory  events  occurring  elsewhere  in  the  body  (i.e.,  lung).  However,  the 
relative  sex-specificity  of  the  adrenal  congestion  suggests  a  primary  sex-linked  effect,  because 
the  lung  changes  occurred  in  both  sexes. 

Bone  Marrow  Evaluation  Findings 

The  bone  marrow  evaluation  findings  are  presented  with  supporting  data  in  Section  VII  of  this 
report.  The  M:E  Ratios  from  high  dose  and  control  animals  necropsied  during  Week  27  were  not 
significantly  different  and  were  within  normal  limits. 

CONCLUSIONS 

Under  the  conditions  of  this  study,  daily  administration  of  WR238605  Succinate  by  oral  gavage  to 
CD®  rats  for  at  least  6  months  at  a  dose  of  2.0  or  9.0  mg  base/kg/day  resulted  in  histopathologic 
lesions  in  lung  (foamy  macrophage  accumulation  and  chronic  interstitial  inflammation)  and  kidney 
(pigmentation  in  cortical  epithelial  cells)  in  both  males  and  females.  The  9.0  mg  base/kg/day  dose 
level  also  resulted  in  increased  congestion  in  spleen  (males  and  females)  and  adrenal  gland 
(females  only);  apoptosis,  pigmentation,  and  fatty  change  (also  slightly  elevated  at  the  2.0  mg 
base/kg/day  dose  level)  in  centrilobular  regions  of  liver  (males  only);  pigmentation  in  adrenal 
gland  (males  and  females);  hemorrhage  in  lung  (males  and  females);  and  reticuloendothelial  cell 
hyperplasia  in  spleen  (males  and  one  female).  Treatment-related  effects  on  bone  marrow  M:E 
ratios  were  not  seen.  The  0.5  mg  base/kg/day  dose  level  resulted  in  only  minimal  evidence  of 
pulmonary  changes  (foamy  macrophage  accumulation  in  2  of  20  males),  bone  marrow  changes 
(hyperplasia  in  5  of  20  males  and  4  of  20  females),  and  possibly  some  effect  on  splenic 
erythropoiesis  (4  of  20  in  low  dose  males  compared  to  2  of  20  control  males).  Therefore, 
although  the  histopathologic  changes  observed  at  the  0.5  mg  base/kg/day  dose  are  of  minimal 
clinical  significance,  a  no-effect  level  for  WR238605  Succinate  was  not  established  in  this  study. 


Robert  L.  Morrissey,  DVM,  Ph.D.  Date 

Diplomate,  ACVP 
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TABLE  I 

SUMMARY  OF  EXPERIMENTAL  DESIGN 


Group 

Number 

Dose 

Group 

Dose  Level 
(me  base/ke/dav) 

Dose  Cone, 
(me  base/mB 

Dose  Volume 
(ml/ke/dav) 

Number 
of  Males 

Number 

ofFemales 

1 

Control 

0 

0 

5 

20* +  5 

20* +  5 

2 

Low 

0.5 

0.1 

5 

20* +  5 

20* +  5 

3 

Mid 

2.0 

0.4 

5 

20*  +  5 

20* +  5 

4 

High 

9.0 

1.8 

5 

20* +  5 

20* +  5 

*  Core  toxicity  study  animals 


TABLE  II 


PROTOCOL-REQUIRED  TISSUES 


Adrenal  glands 

Pituitary  gland 

Animal  identification 

Prostate 

Brain 

Rib  with  costochondral  junction 

Cecum 

Salivary  gland  (submaxillary) 

Colon 

Sciatic  nerve 

Diaphragm 

Skeletal  muscle 

Duodenum 

Skin 

Epididymis 

Spinal  cord  (thoracic) 

Esophagus 

Spleen 

Eyes  with  harderian  glands 

Sternum  with  bone  marrow 

Heart 

Stomach 

Ileum 

Testes 

Jejunum 

Thymus 

Kidneys 

Thyroid  gland  with  parathyroids 

Liver 

Tongue 

Lung/Bronchi 

Trachea 

Lymph  node  (mesenteric) 

Urinary  bladder 

Mammary  gland 

Uterus 

Ovaries 

Gross  lesions 

Pancreas 
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TABLE m 

SUMMARY  OF  TREATMENT-RELATED  LESIONS 


Dose  (mg  base/kg/day) 

ORGAN  -  lesion 

0 

0.5 

2.0 

9.0 

LUNG 

-  Hemorrhage 

M 

2/20(0.09)* 

1/20  (0.06) 

4/20  (0.30) 

20/20(1.50) 

F 

6/20  (0.14) 

9/20  (0.30) 

9/20(0.25) 

20/20  (2.10) 

-  Accumulation,  foamy  macrophage 

M 

G/20  (0.00) 

2/20  (0.05) 

20/20(1.80) 

20/20  (2.65) 

F 

0/20  (0.00) 

0/20  (0.00) 

20/20  (1.95) 

20/20(1.85) 

•  Inflammation,  chronic. 

M 

2/20  (0.03) 

3/20  (0.06) 

20/20  (1.20) 

20/20  (2.40) 

interstitium 

F 

3/20  (0.05) 

0/20  (0.00) 

20/20  (1.40) 

20/20  (1.90) 

LIVER 

-Apoptosis,  centrilobular 

M 

0/20  (0.00) 

0/20  (0.00) 

0/20  (0.00) 

11/20  (0.70) 

F 

0/20  (0.00) 

- 

- 

0/20  (0.00) 

-  Pigmentation,  centrilobular 

M 

0/20  (0.00) 

0/20  (0.00) 

0/20  (0.00) 

11/20  (0.60) 

F 

0/20  (0.00) 

- 

- 

0/20  (0.00) 

-  Fatty  change,  centrilobular 

M 

2/20  (0.10) 

3/20  (0.10) 

6/20  (0.30) 

10/20  (0.50) 

F 

0/20  (0.00) 

- 

- 

0/20  (0.00) 

-  Congestion,  centrilobular 

M 

0/20  (0.00) 

0/20  (0.00) 

2/20  (0.10) 

2/20  (0.13)  | 

F 

0/20  (0.00) 

- 

- 

0/20  (0.00) 

SPLEEN 

-  Erythropoiesis 

M 

2/20(0.10) 

4/20  (0.20) 

8/20(0.50) 

8/20  (0.55) 

F 

10/20(0.70) 

11/20  (0.90) 

14/20  (1.25) 

8/20(0.60) 

-  Pigmentation 

M 

1/20  (0.10) 

4/20  (0.20) 

8/20  (0.45) 

11/20(0.80) 

F 

17/20(1.15) 

20/20(1.90) 

18/20(1.80) 

17/20  (1.20) 

-  Congestion 

M 

0/20  (0.00) 

0/20  (0.00) 

0/20(0.00) 

18/20  (1.90) 

F 

0/20  (0.00) 

1/20  (0.05) 

1/20(0.05) 

17/20  (1.45) 

-  Hyperplasia,  reticuloendothelial 

M 

0/20  (0.00) 

0/20  (0.00) 

0/20  (0.00) 

4/20  (0.30) 

cell 

F 

0/20  (0.00) 

0/20  (0.00) 

0/20  (0.00) 

1/20.(0.10) 

[sternum  WITH  MARROW 

II  -  Hyperplasia,  bone  marrow 

M 

0/20  (0.00) 

5/20  (0.30) 

11/20(0.60) 

19/20  (1.25) 

| 

F 

0/20  (0.00) 

4/20  (0.20) 

7/20  (0.40) 

13/20  (0.90) 

-  Granulopoiesis 

M 

0/20  (0.00) 

0/20  (0.00) 

0/20  (0.00) 

1/20  (0.10) 

I 

F 

0/20  (0.00) 

0/20  (0.00) 

0/20(0.00) 

1/20  (0.05) 

[{kidney 

-  Pigmentation,  cortex 

M 

0/20  (0.00) 

0/20  (0.00) 

4/20  (0.20) 

16/19(1.11) 

F 

0/20  (0.00) 

0/20(0.00) 

7/20(0.35) 

20/20  (1.60) 

ADRENAL  GLAND 
-  Pigmentation,  zona  reticularis 

M 

0/20  (0.00) 

1/20  (0.05) 

3/20  (0.15) 

10/20  (0.60) 

F 

0/20  (0.00) 

1/20  (0.05) 

2/20  (0.10) 

18/20  (1.55) 

-  Congestion 

M 

1/20  (0.05) 

1/20  (0.05) 

4/20  (0.25) 

2/20(0.10) 

F 

7/20  (0.35) 

3/20  (0.15) 

7/20  (0.40) 

18/20  (1.50) 

*  Incidence  (mean  group  severity  score)  -  Not  examined 

Lesion  severity  as  modified  by  distribution  is  defined  in  Table  IV. 
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TABLE  IV 

SEVERITY  WEIGHTING  FACTORS 


The  PAI  pathology  computer  system  (LAB CAT®)  has  a  built-in  weighting  system  for  calculating 
the  average  severity  for  each  tissue  observation.  These  weighted  averages  are  based  upon  the 
severity  and  distribution  as  outlined  in  the  following  table. 

Severity  No 

Grading  Modifier  Focal  Multifocal  Diffuse 


1 

1.0 

0.25 

0.5 

0.75 

2 

2.0 

1.25 

1.5 

1.75 

3 

3.0 

2.25 

2.5 

2.75 

4 

4.0 

3.25 

3.5 

3.75 
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Report  Codes  Table 


A.  Codes  applying  to  organs 

N  Tissues  within  normal  histological  limits 
A  Autolysis  precluding  adequate  evaluation 

U  Tissues  unsuitable  for  complete  evaluation 
S  Tissues  not  applicable  to  animal 


B.  Codes  applying  to  microscopic  diagnoses 

1  minima] 

2  mild 

3  moderate 

4  marked 

( )  focal 

[  ]  diffuse 

<  >  multifocal 

P  Present 

B  Neoplasm,  benign 

M  Neoplasm,  malignant  without  metastasis 

C  Neoplasm,  malignant  with  metastasis 

X  Metastatic  site  (+) 

I  Bilateral 

L  Unilateral 

No  data  entered 
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SECTION  II 

PROJECT  SUMMARY  TABLE 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
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PROJECT 

SUMMARY 

STUDY  ID  :  SN152 

STUDY  NUMBER: 

SN152 

FATE:  ALL 

SEX: 

:  MALE 

INCIDENCE  OF  NEOPLASTIC  and  NON-NEOPLASTIC  MICROSCOPIC  FINDINGS 

GROUP: 

1 

2 

3 

4 

O) 

(2) 

(3) 

(*) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

# 

X 

# 

X 

1 

X 

1 

X 

BRAIN 

I  EX 

20 

0 

0 

20 

Dili  tat  Ion,  ventricle 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

THYMUS 

#  EX 

20 

0 

0 

18 

Hemorrhage 

14 

70.0 

0 

0.0 

0 

0.0 

14 

78.0 

Depletion,  lymphoid 

t 

5.0 

0 

0.0 

0 

0.0 

3 

17.0 

SALIVARY  GLAND 

#  EX 

20 

0 

0 

20 

PANCREAS 

I  EX 

20 

0 

0 

20 

Inf  lanmat  ion,  chronic 

7 

35.0 

0 

0.0 

0 

0.0 

7 

35.0 

Atrophy,  acinar 

1 

5.0 

0 

0.0 

0 

0.0 

1 

5.0 

ADRENAL  GLAND 

#  EX 

20 

20 

20 

20 

Hypertrophy,  zona  glomerulosa 

2 

10.0 

1 

5.0 

1 

5.0 

4 

20.0 

Vacuolatlon,  cortex 

2 

10.0 

3 

15.0 

1 

5.0 

1 

5.0 

Pigmentation,  zona  reticularis 

0 

0.0 

1 

5.0 

3 

15.0 

10 

50.0 

Congestion 

1 

5.0 

1 

5.0 

4 

20.0 

2 

10.0 

Hypertrophy,  zona  reticularis 

6 

30.0 

3 

15.0 

6 

30.0 

3 

15.0 

SPINAL  CORD  (THORACIC) 

#  EX 

20 

0 

0 

20 

DIAPtttAGH 

«  EX 

20 

0 

0 

20 

Inf  lanmat  Ion,  chronic 

1 

5.0 

0 

0.0 

0 

0.0 

3 

15.0 

ESOPHAGUS 

«  EX 

20 

0 

0 

20 

Inflammation,  chronic,  mjscle 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

TRACHEA 

«  EX 

20 

0 

0 

20 

Inf  lansnat  Ion,  chronic 

5 

25.0 

0 

0.0 

0 

0.0 

3 

15.0 

Inf  lanmat  ion,  subacute 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

Incidence  Calculated  by  No.  of  Tissues  Scored  (3)  -  2.0  mg  base/kg/day  Dose  Level 

(1)  -  0  mg  base/kg/day  Dose  Level  (4)  -  9.0  mg  base/kg/day  Dose  Level 

(2)  -  0.5  mg  base/kg/day  Dose  Level 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
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PROJECT 

SUMMARY 

STUDY  ID  :  SN152 

STUDY  NUMBER:  SN152 

FATE:  ALL 

SEX:  MALE 

INCIDENCE  OF  NEOPLASTIC 

and  NON-NEOPLASTIC  MICROSCOPIC  FINDINGS 

GROUP: 

1 

2 

3 

4 

(1) 

(2) 

(3) 

(*) 

NLWBER  OF  ANIMALS: 

20 

20 

20 

20 

# 

% 

# 

% 

* 

% 

1 

X 

thyroid  gland 

#  EX 

20 

0 

0 

20 

Atrophy,  follicle 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

PARATHYROID  GLAND 

#  EX 

18 

0 

0 

17 

TONGUE 

#  EX 

20 

0 

0 

20 

hCART 

«  EX 

20 

0 

0 

20 

Card  1  oaiyopa  t  hy 

9 

45.0 

0 

0.0 

0 

0.0 

5 

25.0 

Inf laaiaat Ion,  chronic,  serosa 

0 

0.0 

0 

0.0 

0 

0.0 

2 

10.0 

Thrcnbosls,  chronic 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

DUODENUM 

#  EX 

20 

0 

0 

19 

COLON 

«  EX 

20 

0 

0 

19 

STOMACH 

#  EX 

20 

0 

0 

19 

Dilatation,  crypt  glands 

2 

10.0 

0 

0.0 

0 

0.0 

1 

5.0 

LIVER 

#  EX 

20 

20 

20 

20 

Inf  laanat  ion,  chronic 

10 

50.0 

12 

60.0 

10 

50.0 

7 

35.0 

Necrosis 

1 

5.0 

0 

0.0 

1 

5.0 

0 

0.0 

Focus,  vacuolated  cell 

1 

5.0 

0 

0.0 

2 

10.0 

3 

15.0 

Hepatodiaphragnat  ic  nodule 

1 

5.0 

0 

0.0 

1 

5.0 

0 

0.0 

Necrosis,  coagulation 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

Apoptosis,  oentri lobular 

0 

0.0 

0 

0.0 

0 

0.0 

11 

55.0 

Pigaentat  ion,  ceotr  i  lobular 

0 

0.0 

0 

0.0 

0 

0.0 

11 

55.0 

Fatty  change,  centr  i  lobular 

2 

10.0 

3 

15.0 

6 

30.0 

10 

50.0 

Congestion,  centr i lobular 

0 

0.0 

0 

0.0 

2 

10.0 

2 

10.0 

Inflammation,  subacute,  centr  1  lobular 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

Focus,  basophilic  cell 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

Hyperplasia,  bile  duct 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

Incidence  Calculated  by  No.  of  Tissues  Scored  (3)  -  2.0  eg  base/kg/day  Dose  Level 

(1)  -  0  lag  baseAg/day  Dose  Level  (4)  -  9.0  eg  base/kg/day  Dose  Level 

(2)  -  0.5  s»g  base/kg/day  Dose  Level 
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PROJECT 

SUMMARY 

STUDY  ID  :  SMI 52 

STUDY  NLMBER:  SN152 

FATE:  ALL 

SEX:  MALE 

INCIDENCE  OF  NEOPLASTIC 

and  NON-NEOPLASTIC  MICROSCOPIC  FINDINGS 

GROUP: 

1 

2 

3 

4 

O) 

(2) 

(3) 

(*) 

NLMBER  OF  ANIMALS: 

20 

20 

20 

20 

# 

X 

• 

X 

« 

X 

« 

X 

SPLEEN 

#  EX 

20 

20 

20 

20 

Erythropoles  Is 

2 

10.0 

A 

20.0 

8 

40.0 

8 

40.0 

Pigment  at  Ion 

1 

5.0 

4 

20.0 

8 

40.0 

1 1 

55.0 

Congest  Ion 

0 

0.0 

0 

0.0 

0 

0.0 

18 

90.0 

Hyperplasia,  reticuloendothelial  cell 

0 

0.0 

0 

0.0 

0 

0.0 

4 

20.0 

Cyst,  serosa 

0 

0.0 

1 

5.0 

0 

0.0 

0 

0.0 

jejunlh 

#  EX 

20 

0 

0 

19 

LUNG 

#  EX 

20 

20 

20 

20 

Inf  lamaat  Ion,  chronic,  Interstltiun 

2 

10.0 

3 

15.0 

20 

100.0 

20 

100.0 

Hemorrhage 

2 

10.0 

1 

5.0 

4 

20.0 

20 

100.0 

Inflammation,  granulomatous 

1 

5.0 

2 

10.0 

0 

0.0 

3 

15.0 

Congest  Ion 

1 

5.0 

1 

5.0 

1 

5.0 

0 

0.0 

Hyperplasia,  lymphoid,  per  l bronchial 

0 

0.0 

0 

0.0 

2 

10.0 

0 

0.0 

Inflammation,  acute 

0 

0.0 

0 

0.0 

0 

0.0 

2 

10.0 

Inflammation,  chronic,  serosa 

1 

5.0 

0 

0.0 

0 

0.0 

1 

5.0 

Inflammation,  granulomatous,  serosa 

0 

0.0 

1 

5.0 

0 

0.0 

0 

0.0 

Inflammation,  chronic,  perivascular 

13 

65.0 

18 

90.0 

20 

100.0 

17 

85.0 

AccumJlat  ion,  foamy  macrophage 

0 

0.0 

2 

10.0 

20 

100.0 

20 

100.0 

Edema 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

KIDNEY 

#  EX 

20 

20 

20 

19 

Inflammation,  chronic 

16 

80.0 

17 

85.0 

19 

95.0 

14 

74.0 

Nephropathy 

14 

70.0 

16 

80.0 

15 

75.0 

9 

47.0 

Hyck'onephros  i  s 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

Pigmentation,  cortex 

0 

0.0 

0 

0.0 

4 

20.0 

16 

84.0 

Hemorrhage,  pelvis 

0 

0.0 

1 

5.0 

0 

0.0 

0 

0.0 

Cyst 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

IK  I  NARY  BLADDER 

#  EX 

20 

3 

0 

20 

Inflammation,  chronic 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

Incidence  Calculated  by  Mo.  of  Tissues  Scored  (3)  -  2.0  mg  base/kg/day  Dose  Level 

(1)  -  0  mg  base/kg/ day  Dose  Level  (4)  -  9.0  eg  base/kg/day  Dose  Level 

(2)  -  0.5  mg  baseA^day  Do*e  Level 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 

PROJECT  SUMMARY 


STUDY  ID  :  SMI 52 
FATE:  ALL 


STUDY  NLM8ER:  SMI 52 

SEX:  MALE 


INCIDENCE  OF  NEOPLASTIC  and  NON-NEOPLASTIC  MICROSCOPIC  FIfOINGS 


GROUP: 

HUMBER  OF  ANIMALS: 

1 

(1) 

20 

2 

(2) 

20 

3 

(3) 

20 

4 

(*) 

20 

# 

X 

# 

X 

* 

X 

« 

X 

LRIMARY  BLADDER 

• 

EX 

20 

3 

0 

20 

Inf lanut ion,  chronic,  urethra 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

Semen  plug 

0 

0.0 

3 

100.0 

0 

0.0 

0 

0.0 

PROSTATE 

i 

EX 

20 

0 

0 

20 

Inflammation,  chronic 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

SKIN 

* 

EX 

20 

0 

0 

20 

HAmARY  GLAND 

* 

EX 

20 

0 

0 

18 

Hyperplasia,  acinar 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

Metaplasia,  squamous 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

Inflammation,  chronic 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

ILELffi 

# 

EX 

20 

0 

0 

19 

CECUM 

1 

EX 

20 

0 

0 

19 

LYMPH  NODE,  ^CSENTERIC 

» 

EX 

20 

0 

0 

19 

hemorrhage 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

Inf  la— sat  ion,  granulomatous 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

SKELETAL  HJSCLE 

• 

EX 

20 

0 

0 

20 

SCIATIC  NERVE 

« 

EX 

20 

0 

0 

20 

TESTES 

• 

EX 

20 

0 

0 

20 

Arrested  spermatogenesis 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

Degenerat  ion 

1 

5.0 

0 

0.0 

0 

0.0 

1 

5.0 

EPIDIDYMIS 

1 

EX 

20 

0 

0 

20 

Inf  las— at  ion,  chronic 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

Incidence  Calculated  by  Ho.  of  Tissues  Scored 

(1)  -  0  mg  baseAg/day  Dose  Level 

(2)  -  0.5  sg  baseAg/day  Dose  Level 

LABCAT  HP*. 11 


(3)  -  2.0  mg  baseAg/day  Dose  Level 

(4)  -  9.0  ng  baseAg/day  Dose  Level 
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PROJECT 

SUMMARY 

STUDY  ID  :  SMI 52 

STUDY  HJiBER:  SMI 52 

FATE:  ALL 

SEX:  KALE 

INCIDENCE  OF 

NEOPLASTIC  and  NON-NEOPLASTIC  MICROSCOPIC  FINDINGS 

GROUP: 

1 

2 

3 

4 

(1) 

(2) 

(3) 

(*) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

« 

X 

« 

X 

# 

X 

# 

X 

EPIDIDYMIS 

*  EX 

20 

0 

0 

20 

01  Igospermla 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

PITUITARY  GLANO 

#  EX 

20 

0 

0 

20 

Vacuolat Ion 

9 

45.0 

0 

0.0 

0 

0.0 

10 

50.0 

Cyst 

0 

0.0 

0 

0.0 

0 

0.0 

4 

20.0 

EYE 

1  EX 

20 

0 

0 

19 

Mineral  Izat  Ion,  cornea 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

HARDER I AN  GLAND 

•  EX 

20 

0 

0 

20 

Inf l ansa t Ion ,  chronic 

2 

10.0 

0 

0.0 

0 

0.0 

1 

5.0 

Inf  lassaat  Ion,  subacute 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

RIB 

#  EX 

20 

0 

0 

20 

Granulopoiesis 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

STERNUM  (WITH  MARROW) 

#  EX 

20 

20 

20 

20 

Hyperplasia,  bone  marrow 

0 

0.0 

5 

25.0 

11 

55.0 

19 

95.0 

Granulopoiesis 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

LYMPH  NODE,  MANDIBULAR 

#  EX 

1 

1 

0 

0 

Hyperplasia,  lymphoid 

1 

100.0 

1 

100.0 

0 

0.0 

0 

0.0 

Accumulation,  plasma  cell 

1 

100.0 

1 

100.0 

0 

0.0 

0 

0.0 

►CSENTERY 

#  EX 

1 

0 

1 

0 

Necrosis,  fat 

1 

100.0 

0 

0.0 

1 

100.0 

0 

0.0 

Incidence  Calculated  by  Mo.  of  Tissue*  Scored  (3)  -  2.0  ®g  base/kg/day  Dose  Level 

(1)  -  0  mg  base/kg/day  Dose  Level  (4)  -  9.0  mg  base/kg/day  Dose  Level 

(2)  -  0.5  mg  base/kg/day  Dose  Level 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY'  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


PROJECT 

SUMMARY 

STUDY  ID  :  SN152 

STUDY  NUMBER:  SN152 

FATE:  ALL 

SEX:  FEMALE 

INCIDENCE  OF  NEOPLASTIC  and  NON-NEOPLASTIC  MICROSCOPIC  FINDINGS 

GROUP: 

1 

2 

3 

4 

O) 

(2) 

(3) 

(*) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

# 

% 

# 

X 

# 

X 

# 

X 

BRAIN 

#  EX 

20 

0 

1 

20 

THYMUS 

#  EX 

20 

0 

0 

20 

Hemorrhage 

8 

40.0 

0 

0.0 

0 

0.0 

9 

45.0 

Depletion,  lymphoid 

3 

15.0 

0 

0.0 

0 

0.0 

2 

10.0 

SALIVARY  GLAND 

*  EX 

20 

0 

0 

20 

PANCREAS 

#  EX 

20 

0 

0 

20 

Inflammation,  chronic 

7 

35.0 

0 

0.0 

0 

0.0 

6 

30.0 

Atrophy,  acinar 

1 

5.0 

0 

0.0 

0 

0.0 

3 

15.0 

ADRENAL  GLAND 

#  EX 

20 

20 

20 

20 

Hypertrophy,  zona  glomerulosa 

1 

5.0 

1 

5.0 

3 

15.0 

0 

0.0 

Vacuolation,  cortex 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

Pigmentation,  zona  reticularW 

0 

0.0 

1 

5.0 

2 

10.0 

18 

90.0 

Congestion 

7 

35.0 

3 

15.0 

7 

35.0 

18 

90.0 

Hypertrophy,  zona  reticularis 

8 

40.0 

5 

25.0 

5 

25.0 

1 

5.0 

Cyst,  blood 

0 

0.0 

1 

5.0 

0 

0.0 

0 

0.0 

SPINAL  CORD  (THORACIC) 

*  EX 

20 

0 

0 

20 

DIAPHRAGM 

*  EX 

20 

0 

0 

20 

Inf  lammat  ion,  chronic 

2 

10.0 

0 

0.0 

0 

0.0 

1 

5.0 

Adhesion,  liver 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

ESOPHAGUS 

#  EX 

20 

0 

0 

20 

Inflammation,  chronic,  muscle 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

TRACHEA 

#  EX 

20 

0 

0 

20 

Inflammation,  chronic 

2 

10.0 

0 

0.0 

0 

0.0 

3 

15.0 

Incidence  Calculated  by  No.  of  Tissues  Scored  (3)  -  2.0  mg  base/Xg/day  Dose  Level 

(1)  -  0  mg  baseA{j/<iay  Dose  Level  (4)  -  9.0  mg  bast/Xg/day  Dose  Level 

(2)  -  0.5  mg  baseAg/d»Y  Dose  Level 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


PROJECT 

SUMMARY 

STUDY  ID  :  SN152 

STUDY  NUMBER:  SN152 

FATE:  ALL 

SEX:  FEMALE 

INCIDENCE  OF  NEOPLASTIC 

and  NON-NEOPLASTIC  MICROSCOPIC  FINDINGS 

GROUP: 

1 

2 

3 

4 

(1) 

(2) 

(3) 

(4) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

# 

X 

# 

% 

1 

X 

# 

X 

THYROID  GLAND 

#  EX 

20 

0 

0 

20 

Inf  lams* t  Ion,  subacute 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

PARATHYROID  GLAND 

«  EX 

17 

0 

0 

20 

TONGUE 

#  EX 

20 

0 

0 

20 

HEART 

#  EX 

20 

0 

0 

20 

Cardiomyopathy 

1 

5.0 

0 

0.0 

0 

0.0 

1 

5.0 

Inf  l assist  Ion,  chronic,  artery 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

DUOOENUM 

*  EX 

20 

0 

0 

20 

COLON 

«  EX 

20 

0 

0 

20 

Metazoan  parasite,  Lessen 

0 

0.0 

0 

0.0 

0 

0.0 

2 

10.0 

STOMACH 

*  EX 

20 

0 

0 

20 

Dilatation,  crypt  glands 

3 

15.0 

0 

0.0 

0 

0.0 

1 

5.0 

LIVER 

•  EX 

20 

0 

1 

20 

Inf  laaaaat  Ion,  chronic 

11 

55.0 

0 

0.0 

0 

0.0 

9 

45.0 

Focus,  vacuolated  cell 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

Hepatodlaphragnat  1c  nodule 

0 

0.0 

0 

0.0 

1 

100.0 

0 

0.0 

SPLEEN 

§  EX 

20 

20 

20 

20 

Ery  t  hropo  1  es  1  s 

10 

50.0 

11 

55.0 

14 

70.0 

8 

40.0 

Adhesion 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

Plepnentat  Ion 

17 

85.0 

20 

100.0 

18 

90.0 

17 

85.0 

Congest  Ion 

0 

0.0 

1 

5.0 

1 

5.0 

17 

85.0 

Hyperplasia,  reticuloendothelial  cell 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

Cyst,  serosa 

0 

0.0 

1 

5.0 

0 

0.0 

0 

0.0 

Incidence  Calculated  by  No.  of  Tissue*  Scored  (3)  -  2.0  mg  baseAg/day  Dose  Level 

(1)  -  0  ng  baseAg/day  Dose  Level  (4)  -  9.0  mg  baseAg/day  Dose  Level 

(2)  -  0.5  »g  baseAg/day  Dose  Level 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


PROJECT 

SUMMARY 

STUDY  ID  :  SN152 

STUDY  NUMBER:  SN1S2 

FATE:  ALL 

SEX:  FEMALE 

INCIDENCE  OF  NEOPLASTIC 

and  NON-NEOPLASTIC  MICROSCOPIC  FINDINGS 

GROUP: 

1 

2 

3 

4 

O) 

(2) 

(3) 

(*) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

# 

X 

# 

X 

* 

X 

* 

X 

JEJUNUM 

»  EX 

20 

0 

0 

20 

LUNG 

«  EX 

20 

20 

20 

20 

Inf  laasnat  Ion,  chronic,  Interst  1 1  lux 

3 

15.0 

0 

0.0 

20 

100.0 

20 

100.0 

Hemorrhage 

6 

30.0 

9 

45.0 

9 

45.0 

20 

100.0 

Congest  Ion 

0 

0.0 

0 

0.0 

1 

5.0 

0 

0.0 

Hyperplasia,  lynphoid,  per Ibronchial 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

Inf lasmat  1onr  chronic,  serosa 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

Inflammation,  chronic,  perivascular 

13 

65.0 

17 

85.0 

20 

100.0 

18 

90.0 

Accumulat  Ion,  foamy  macrophage 

0 

0.0 

0 

0.0 

20 

100.0 

20 

100.0 

KIDNEY 

#  EX 

20 

20 

20 

20 

Mineral Izat Ion 

9 

45.0 

9 

45.0 

10 

50.0 

5 

25.0 

Inf lamxat Ion,  chronic 

11 

55.0 

18 

90.0 

17 

85.0 

13 

65.0 

Nephropathy 

6 

30.0 

8 

40.0 

11 

55.0 

6 

30.0 

Hydronephrosis 

2 

10.0 

0 

0.0 

1 

5.0 

1 

5.0 

Pyelonephr  1 1  Is 

1 

5.0 

0 

0.0 

1 

5.0 

0 

0.0 

Hyperplasia,  pelvic  epithelium 

1 

5.0 

0 

0.0 

1 

5.0 

0 

0.0 

Plguentat  Ion,  cortex 

0 

0.0 

0 

0.0 

7 

35.0 

20 

100.0 

Cyst 

0 

0.0 

1 

5.0 

0 

0.0 

1 

5.0 

URINARY  BLADOER 

#  EX 

20 

0 

0 

20 

Inflammation,  chronic 

2 

10.0 

0 

0.0 

0 

0.0 

0 

0.0 

Hyperplasia,  epithelium 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

SKIN 

«  EX 

20 

0 

0 

20 

MAMMARY  GLAM) 

«  EX 

20 

2 

0 

20 

Cyst,  milk 

3 

15.0 

2 

100.0 

0 

0.0 

0 

0.0 

Inf laaanat Ion,  xanthogranulomatous 

2 

10.0 

0 

0.0 

0 

0.0 

0 

0.0 

Hyperplasia,  acinar 

0 

0.0 

1 

50.0 

0 

0.0 

0 

0.0 

Incidence  Calculated  by  No.  of  Tissues  Scored  (3)  -  2.0  «g  base/kg/day  Dose  Level 

(1)  -  0  mg  base/kg/day  Dose  Level  (4)  -  9.0  mg  base/kg/day  Dose  Level 

(2)  -  0.5  mg  baseAg/day  Dose  Level 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


PROJECT 

SUMMARY 

STUDY  ID  :  SN152 

STUDY  NUMBER:  SN152 

FATE:  ALL 

SEX:  FEMALE 

INCIDENCE  OF  NEOPLASTIC  and 

NON-NEOPLASTIC  MICROSCOPIC  FINDINGS 

GROUP: 

1 

2 

3 

4 

(1) 

(2) 

(3) 

(*) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

# 

X 

# 

X 

« 

X 

« 

X 

ILEUM 

#  EX 

20 

0 

0 

20 

CEQJM 

i  EX 

20 

0 

0 

20 

LYMPH  NODE.  MESENTERIC 

«  EX 

20 

0 

0 

20 

SKELETAL  MUSCLE 

«  EX 

20 

0 

0 

20 

SCIATIC  NERVE 

#  EX 

20 

0 

0 

20 

OVARY 

1  EX 

20 

1 

0 

20 

Necrosis,  corpus  luteem 

1 

5.0 

0 

0.0 

0 

0.0 

0 

0.0 

Cyst 

3 

15.0 

0 

0.0 

0 

0.0 

0 

0.0 

Atrophy 

0 

0.0 

1 

100.0 

0 

0.0 

0 

0.0 

UTERUS 

f  EX 

20 

20 

20 

20 

Di latat ion 

3 

15.0 

8 

40.0 

6 

30.0 

a 

40.0 

PITUITARY  GLAND 

I  EX 

20 

2 

1 

20 

EYE 

#  EX 

19 

0 

0 

20 

Inf laamat ion,  granulomatous,  optic  nerve 

2 

11.0 

0 

0.0 

0 

0.0 

0 

0.0 

HARDER2AM  GLAND 

«  EX 

20 

0 

0 

20 

Inf  laaasat  ion,  chronic 

1 

5.0 

0 

0.0 

0 

0.0 

4 

20.0 

RIB 

#  EX 

20 

0 

0 

20 

STERMLM  (WITH  HARROW) 

#  EX 

20 

20 

20 

20 

Hyperplasia,  bone  narrow 

0 

0.0 

4 

20.0 

7 

35.0 

13 

65.0 

Granulopoiesis 

0 

0.0 

0 

0.0 

0 

0.0 

1 

5.0 

Incidence  Calculated  by  No.  of  Tissues  Scored  (3)  -  2.0  mg  baseAg/day  Dose  Level 

(1)  -  0  mg  baseAg/day  Dose  Level  (4)  -  9.0  mg  baseAg/day  Dose  Level 

(2)  -  0.5  mg  baseAg/day  Dose  Level 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


PROJECT  SUMMARY 


STUDY  ID  :  SN1S2  STUDY  NLK3ER:  SN152 

FATE:  ALL 

SEX:  FEMALE 


INCIDENCE  OF  NEOPLASTIC  and  NON-NEOPLASTIC  MICROSCOPIC  FINDINGS 


GROUP: 

1 

2 

3 

A 

(1) 

(2) 

(3) 

(*) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

« 

X 

1 

X 

« 

X 

« 

X 

FESENTERY 

#  EX 

1 

0 

0 

0 

Necrosis,  fat 

1 

100.0 

0 

0.0 

0 

0.0 

0 

0 

BONE 

1  EX 

0 

1 

0 

0 

Fracture,  healed 

0 

0.0 

1 

100.0 

0 

0.0 

0 

0 

Incidence  Calculated  by  No.  of  Tissues  Scored  (3)  -  2.0  mg  base/kg/day  Dose  Level 

(1)  -  0  mg  baseAg/day  Dose  Level  (A)  -  9.0  mg  baseAs/day  Dose  Level 

(2)  -  0.5  mg  baseAs/day  Dose  Level 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


SEVERITY 

SUMMARY 

STUDY  ID  :  SMI 52 

STUDY  NLMBER:  SN152 

FATE:  ALL 

SEX:  MALE 

GROUP: 

1 

2 

3 

4 

O) 

(2) 

(3) 

(*) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

#  SEV 

# 

SEV 

# 

SEV 

# 

SEV 

BRAIN 

#  EX 

20 

0 

0 

20 

Di l l tat  Ion,  ventricle 

1  0.10 

0 

0.00 

0 

0.00 

0 

0.00 

THYMUS 

#  EX 

20 

0 

0 

18 

Hemorrhage 

14  0.64 

0 

0.00 

0 

0.00 

14 

0.60 

Depletion,  lymphoid 

1  0.05 

0 

0.00 

0 

0.00 

3 

0.33 

SALIVARY  GLAND 

#  EX 

20 

0 

0 

20 

PANCREAS 

#  EX 

20 

0 

0 

20 

Inflammation,  chronic 

7  0.13 

0 

0.00 

0 

0.00 

7 

0.20 

Atrophy,  acinar 

1  0.06 

0 

0.00 

0 

0.00 

1 

0.08 

ADRENAL  GLAND 

#  EX 

20 

20 

20 

20 

Hypertrophy,  zona  glomoru loe<i 

2  0.09 

1 

0.01 

1 

0.03 

4 

0.11 

Vacuolatton,  cortex 

2  0.06 

3 

0.25 

1 

0.05 

1 

0.01 

Pigmentation,  zona  reticularis 

0  0.00 

1 

0.05 

3 

0.15 

10 

0.60 

Congest  ion 

1  0.05 

1 

0.05 

4 

0.25 

2 

0.10 

Hypertrophy,  zona  reticularis 

6  0.15 

3 

0.06 

6 

0.18 

3 

0.08 

SPINAL  CORD  (THORACIC) 

#  EX 

20 

0 

0 

20 

DIAPHRAGM 

«  EX 

20 

0 

0 

20 

Inf l ansa t ion,  chronic 

1  0.01 

0 

0.00 

0 

0.00 

3 

0.25 

ESOPHAGUS 

«  EX 

20 

0 

0 

20 

Inf  laavaat  ton,  chronic,  muscle 

0  0.00 

0 

0.00 

0 

0.00 

1 

0.06 

TRACHEA 

#  EX 

20 

0 

0 

20 

Inf  laasaat  ton,  chronic 

5  0.13 

0 

0.00 

0 

0.00 

3 

0.05 

Inf  lamaat  ion,  subacute 

0  0.00 

0 

0.00 

0 

0.00 

1 

0.10 

Severity  Calculated  by  No.  of  Tissues  Scored  (3)  -  2.0  mg  base/kg/day  Dose  Level 

(1)  -  0  mg  base/kg/day  Dose  Level  (A)  -  9.0  mg  base/kgA^y  Dose  Level 

(2)  -  0.5  mg  base/kg/day  Dose  Level 
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SEVERITY 

SUMMARY 

STUDY  ID  :  SN152 

STUDY  NUMBER:  SN152 

FATE:  ALL 

SEX:  MALE 

GROUP: 

1 

2 

3 

4 

(1) 

(2) 

(3) 

(*) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

#  SEV 

# 

SEV 

# 

SEV 

* 

SEV 

THYROID  GLAJO 

«  EX 

20 

0 

0 

20 

Atrophy,  follicle 

0  0.00 

0 

0.00 

0 

0.00 

1 

0.10 

PARATHYROID  GLAND 

*  EX 

18 

0 

0 

17 

TONGUE 

#  EX 

20 

0 

0 

20 

HEART 

•  EX 

20 

0 

0 

20 

Cardiomyopathy 

9  0.35 

0 

0.00 

0 

0.00 

5 

0.14 

Inf  laamat  ion,  chronic,  serosa 

0  0.00 

0 

0.00 

0 

0.00 

2 

0.21 

Throsixjs  1  s ,  chronic 

0  0.00 

0 

0.00 

0 

0.00 

1 

0.11 

DUOOEMJH 

#  EX 

20 

0 

0 

19 

COLON 

*  EX 

20 

0 

0 

19 

STOMACH 

*  EX 

20 

0 

0 

19 

Dilatation,  crypt  glands 

2  0.05 

0 

0.00 

0 

0.00 

1 

0.03 

LIVER 

•  EX 

20 

20 

20 

20 

Inf lammat Ion,  chronic 

10  0.23 

12 

0.29 

10 

0.20 

7 

0.20 

Necrosis 

1  0.08 

0 

0.00 

1 

0.08 

0 

0.00 

Focus,  vacuolated  cell 

1  0.01 

0 

0.00 

2 

0.13 

3 

0.11 

Necrosis,  coagulation 

0  0.00 

0 

0.00 

0 

0.00 

1 

0.08 

Apoptosis,  centr 1  lobular 

0  0.00 

0 

0.00 

0 

0.00 

11 

0.70 

Plgsentat ion,  centr  1  lobular 

0  0.00 

0 

0.00 

0 

0.00 

11 

0.60 

Fatty  change,  centr  1  lobular 

2  0.10 

3 

0.10 

6 

0.30 

10 

0.50 

Congestion,  centr  1  lobular 

0  0.00 

0 

0.00 

2 

0.10 

2 

0.13 

Inf  laamat  ion,  subacute,  centr  1  lobular 

0  0.00 

0 

0.00 

0 

0.00 

1 

0.03 

Focus,  basophilic  cell 

0  0.00 

0 

0.00 

0 

0.00 

1 

0.03 

Hyperplasia,  bile  duct 

0  0.00 

0 

0.00 

0 

0.00 

1 

0.03 

Severity  Calculated  by  No.  of  Tissue*  Scored  (3)  -  2.0  «g  base/kg/day  Dose  Level 

(1)  -  0  ng  baseAg/day  Dose  Level  (4)  -  9.0  mg  baseAg/day  Dose  Level 

(2)  -  0.5  ng  baseAg/day  Dose  Level 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


SEVERITY 

SUMMARY 

STUDY  ID  :  SN152 

STUDY  NLHBER:  SN152 

FATE*.  ALL 

SEX:  MALE 

GROUP: 

1 

2 

3 

4 

(1) 

(2) 

(3) 

(*) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

1  SEV 

1 

SEV 

# 

SEV 

# 

SEV 

SPLEEN 

*  EX 

20 

20 

20 

20 

Erythropoiesis 

2  0.10 

4 

0.20 

8 

0.50 

8 

0.55 

Pigment  at  ion 

1  0.10 

4 

0.20 

8 

0.45 

11 

0.80 

Congest  ion 

0  0.00 

0 

0.00 

0 

0.00 

18 

1.90 

Hyperplasia,  ret iculoendothel lal  cell 

0  0.00 

0 

0.00 

0 

0.00 

4 

0.30 

Cys  t ,  serosa 

0  0.00 

1 

0.01 

0 

0.00 

0 

0.00 

JEJUNUM 

#  EX 

20 

0 

0 

19 

LUNG 

«  EX 

20 

20 

20 

20 

Inflammation,  chronic,  interst i t iuni 

2  0.03 

3 

0.06 

20 

1.20 

20 

2.40 

Hemorrhage 

2  0.09 

1 

0.06 

4 

0.30 

20 

1.50 

Inf  la-sat  ion,  granulomatous 

1  0.01 

2 

0.14 

0 

0.00 

3 

0.11 

Congest  Ion 

1  0.03 

1 

0.03 

1 

0.08 

0 

0.00 

Hyperplasia,  lymphoid,  per i bronch l a l 

0  0.00 

0 

0.00 

2 

0.10 

0 

0.00 

Inflammation,  acute 

0  0.00 

0 

0.00 

0 

0.00 

2 

0.23 

Inf lammat Ion,  chronic,  serosa 

1  0.03 

0 

0.00 

0 

0.00 

1 

0.10 

Inflammation,  granulomatous ,  serosa 

0  0.00 

1 

0.08 

0 

0.00 

0 

0.00 

Inflammation,  chronic,  perivascular 

13  0.40 

18 

0.55 

20 

1.05 

17 

0.78 

Accumulation,  foamy  macrophage 

0  0.00 

2 

0.05 

20 

1.80 

20 

2.65 

Edema 

0  0.00 

0 

0.00 

0 

0.00 

1 

0.13 

KIDNEY 

«  EX 

20 

20 

20 

19 

Inflammation,  chronic 

16  0.54 

17 

0.45 

19 

0.46 

14 

0.36 

Nephropathy 

14  0.43 

16 

0.56 

15 

0.45 

9 

0.26 

Hydronephros  i  s 

0  0.00 

0 

0.00 

0 

0.00 

1 

0.05 

Pigmentation,  cortex 

0  0.00 

0 

0.00 

4 

0.20 

16 

1.11 

Hemorrhage,  pelvis 

0  0.00 

1 

0.06 

0 

0.00 

0 

0.00 

Cyst 

0  0.00 

0 

0.00 

0 

0.00 

1 

0.01 

URINARY  BLADDER 

#  EX 

20 

3 

0 

20 

Inflammation,  chronic 

1  0.01 

0 

0.00 

0 

0.00 

0 

0.00 

Inflammation,  chronic,  urethra 

1  0.06 

0 

0.00 

0 

0.00 

0 

0.00 

Severity  Calculated  by  No.  of  Tissues  Scored  (3)  -  2.0  mg  base/kg/day  Dose  Level 

(1)  -  0  mg  base/kg/day  Dose  Level  (4)  -  9.0  mg  base/kg/day  Dose  Level 

(2)  -  0.5  mg  ba*»e/kg/day  Dose  Level 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


SEVERITY 

SUMMARY 

STUDY  ID  :  SN152 

STUDY  NUMBER:  SN152 

FATE:  ALL 

SEX:  MALE 

GROUP: 

1 

2 

3 

4 

(1) 

(2) 

(3) 

<«) 

MLHBER  OF  ANIMALS: 

20 

20 

20 

20 

«  SEV 

« 

SEV 

« 

SEV 

#  SEV 

PROSTATE 

#  EX 

20 

0 

0 

20 

Inf  laamat  ion,  chronic 

1  0.03 

0 

0.00 

0 

0.00 

0  0.00 

SKIN 

«  EX 

20 

0 

0 

20 

MAmARY  GLAND 

«  EX 

20 

0 

0 

18 

Hyperplasia,  acinar 

1  0.11 

0 

0.00 

0 

0.00 

0  0.00 

Metaplasia,  squamous 

1  0.08 

0 

0.00 

0 

0.00 

0  0.00 

Inflammation,  chronic 

1  0.03 

0 

0.00 

0 

0.00 

0  0.00 

ILELM 

#  EX 

20 

0 

0 

19 

CECUM 

«  EX 

20 

0 

0 

19 

LYMPH  NODE,  MESENTERIC 

«  EX 

20 

0 

0 

19 

hemorrhage 

0  0.00 

0 

0.00 

0 

0.00 

1  0.11 

Inf  laamat ion,  granulomatous 

0  0.00 

0 

0.00 

0 

0.00 

1  0.13 

SKELETAL  MUSCLE 

#  EX 

20 

0 

0 

20 

SCIATIC  NERVE 

«  EX 

20 

0 

0 

20 

TESTES 

«  EX 

20 

0 

0 

20 

Arrested  sperma  togenes  i  s 

1  0.20 

0 

0.00 

0 

0.00 

0  0.00 

Degeneration 

1  0.08 

0 

0.00 

0 

0.00 

1  0.13 

EPIDIDYMIS 

#  EX 

20 

0 

0 

20 

Inf  laamat  ion,  chronic 

1  0.01 

0 

0.00 

0 

0.00 

0  0.00 

01  igospermia 

1  0.20 

0 

0.00 

0 

0.00 

0  0.00 

PITUITARY  GLAND 

#  EX 

20 

0 

0 

20 

Vacuolat  ion 

9  0.35 

0 

0.00 

0 

0.00 

10  0.55 

Cyst 

0  0.00 

0 

0.00 

0 

0.00 

4  0.16 

Severity  Calculated  by  No.  of  Tissues  Scored  (3)  -  2.0  mg  baseAg/day  Dose  Level 

(1)  -  0  mg  baseAg/day  Dose  Level  (4)  -  9.0  mg  baseAg/day  Dose  Level 

(2)  -  0.5  mg  baseAg/day  Dose  Level 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


SEVERITY  SUMMARY 


STUDY  ID  :  SHI 52  STUDY  HLM8ER:  SHI 52 

FATE:  ALL 

SEX!  MALE 


GROLP: 

1 

2 

3 

4 

(1) 

(2) 

(3) 

(*) 

NLH6ER  OT  ANIMALS: 

20 

20 

20 

20 

« 

SEV 

* 

SEV 

«  SEV 

# 

SEV 

EYE 

1 

EX 

20 

0 

0 

19 

Mineral  Izat  Ion,  cornea 

1 

0.06 

0 

0.00 

0  0.00 

0 

0.00 

HARDER  IAN  GLAND 

« 

EX 

20 

0 

0 

20 

Inf lanmat Ion,  chronic 

2 

0.08 

0 

0.00 

0  0.00 

1 

0.01 

Inflammation,  subacute 

0 

0.00 

0 

0.00 

0  0.00 

1 

0.14 

RIB 

I 

EX 

20 

0 

0 

20 

Granulopoiesis 

0 

0.00 

0 

0.00 

0  0.00 

1 

0.05 

STERNUM  (WITH  HARROW) 

§ 

EX 

20 

20 

20 

20 

Hyperplasia,  bone  marrow 

0 

0.00 

5 

0.30 

11  0.60 

19 

1.25 

Granulopoiesis 

0 

0.00 

0 

0.00 

0  0.00 

1 

0.10 

LYMPH  NODE,  MANDIBULAR 

I 

EX 

1 

1 

0 

0 

Hyperplasia,  lymphoid 

1 

2.00 

1 

2.00 

0  0.00 

0 

0.00 

Accumulation,  plasma  cell 

1 

2.00 

1 

3.00 

0  0.00 

0 

0.00 

MESENTERY 

« 

EX 

1 

0 

1 

0 

Necrosis,  fat 

1 

2.25 

0 

0.00 

1  2.25 

0 

0.00 

Severity  Calculated  by  No.  of  Tissues  Scored  (3)  -  2.0  ng  base/kg/day  Dose  Level 

(1)  -  0  mg  baseAg/day  Dose  Level  (4)  -  9.0  mg  baseAg/day  Dose  Level 

(2)  -  0.5  ag  baseAg/day  Dose  Level 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


SEVERITY 

SUMMARY 

STUDY  ID  :  SMI 52 

STUDY  NLHBER 

:  SN152 

FATE:  ALL 

SEX: 

FEMALE 

GROUP: 

1 

2 

3 

4 

O) 

(2) 

(3) 

(*) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

#  SEV 

# 

SEV 

« 

SEV 

# 

SEV 

BRAIN 

#  EX 

20 

0 

1 

20 

THYMUS 

«  EX 

20 

0 

0 

20 

Hemorrhage 

8  0.23 

0 

0.00 

0 

0.00 

9 

0.38 

Depletion,  lymphoid 

3  0.21 

0 

0.00 

0 

0.00 

2 

0.20 

SALIVARY  GLAND 

#  EX 

20 

0 

0 

20 

PANCREAS 

#  EX 

20 

0 

0 

20 

Inflammation,  chronic 

7  0.09 

0 

0.00 

0 

0.00 

6 

0.11 

Atrophy,  eclnar 

1  0.01 

0 

0.00 

0 

0.00 

3 

0.06 

ADRENAL  GLAND 

#  EX 

20 

20 

20 

20 

Hypertrophy,  zona  glcmerulosa 

1  0.03 

1 

0.01 

3 

0.08 

0 

0.00 

Vacuolat ion,  cortex 

1  0.08 

0 

0.00 

0 

0.00 

0 

0.00 

Plgaentat  ion,  zona  reticularis 

0  0.00 

1 

0.05 

2 

0.10 

18 

1.55 

Congestion 

7  0.35 

3 

0.15 

7 

0.40 

18 

1.50 

Hypertrophy,  zona  reticularis 

8  0.24 

5 

Q.11 

5 

0.14 

1 

0.01 

Cyst,  blood 

0  0.00 

1 

0.06 

0 

0.00 

0 

0.00 

SPINAL  CORD  (THORACIC) 

«  EX 

20 

0 

0 

20 

DIAPHRAGM 

#  EX 

20 

0 

0 

20 

Inflammation,  chronic 

2  0.04 

0 

0.00 

0 

0.00 

1 

0.01 

Adhesion,  liver 

0  0.00 

0 

0.00 

0 

0.00 

1 

0.06 

ESOPHAGUS 

«  EX 

20 

0 

0 

20 

Inf  lammat  Ion,  chronic.  Muscle 

0  0.00 

0 

0.00 

0 

0.00 

1 

0.01 

TRACHEA 

«  EX 

20 

0 

0 

20 

Inf l ansa t ion,  chronic 

2  0.03 

0 

0.00 

0 

0.00 

3 

0.04 

Sever  l  ty  Calculated  by  Mo.  of  Tissues  Scored  (3)  -  2.0  Mg  base/kg/day  Dose  Level 

( 1 )  -  0  mg  base/kg/day  Dose  Level  (4)  -  9.0  mg  base/kg/day  Dose  Level 

(2)  -  0.5  Mg  base/kg/day  Dose  Level 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


SEVERITY 

SUMMARY 

STLDY  ID  :  SN1 52 

STUDY  NUMBER:  SN152 

FATE:  ALL 

SEX:  FEMALE 

GROUP: 

1 

2 

3 

4 

(1) 

(2) 

(3) 

(4) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

ft  SEV 

ft 

SEV 

ft  SEV 

ft  SEV 

THYROID  GLAND 

#  EX 

20 

0 

0 

20 

Inf  lansnat  Ion,  subacute 

1  0.06 

0 

0.00 

0  0.00 

0  0.00 

PARATHYROID  GLAND 

ft  EX 

17 

0 

0 

20 

TONGUE 

ft  EX 

20 

0 

0 

20 

HEART 

ft  EX 

20 

0 

0 

20 

Card  loayopa  thy 

1  0.01 

0 

0.00 

0  0.00 

1  0.05 

Inflammation,  chronic,  artery 

1  0.08 

0 

0.00 

0  0.00 

0  0.00 

DUODENUM 

ft  EX 

20 

0 

0 

20 

COLON 

ft  EX 

20 

0 

0 

20 

STOMACH 

ft  EX 

20 

0 

0 

20 

Dilatation,  crypt  glands 

3  0.08 

0 

0.00 

0  0.00 

1  0.03 

LIVER 

ft  EX 

20 

0 

1 

20 

Inf laanat Ion,  chronic 

11  0.21 

0 

0.00 

0  0.00 

9  0.20 

Focus,  vacuolated  cell 

0  0.00 

0 

0.00 

0  0.00 

1  0.01 

SPLEEN 

ft  EX 

20 

20 

20 

20 

Erythrcpole*  1* 

10  0.70 

1 1 

0.90 

14  1.25 

8  0.60 

Adhesion 

1  0.06 

0 

0.00 

0  0.00 

0  0.00 

Plgaentat  Ion 

17  1.15 

20 

1.90 

18  1.80 

17  1.20 

Congest  Ion 

0  0.00 

1 

0.05 

1  0.05 

17  1.45 

Hyperplasia,  reticuloendothelial 

cell 

0  0.00 

0 

0.00 

0  0.00 

1  0.10 

Cyst,  serosa 

0  0.00 

1 

0.08 

0  0.00 

0  0.00 

JEJUNUM 

ft  EX 

20 

0 

0 

20 

Severity  Calculated  by  No.  of  Tissue*  Scored  (3)  -  2.0  mg  base/kg/day  Dose  Level 

(1)  -  0  mg  base/kg/day  Dose  Level  (4)  -  9.0  mg  base/kg/day  Dose  Level 

(2)  -  0.5  mg  base/kg/day  Dose  Level 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 


TOXICOLOGY  RESEARCH 

LABORATORY 

STUDY 

NUMBER 

152 

SEVERITY  SUMMARY 

STUDY  ID  :  SN1S2 

STUDY  NUMBER:  SN152 

FATE:  ALL 

SEX:  FEMALE 

GROUP: 

1 

2 

3 

4 

(1) 

(2) 

(3) 

(*) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

*  SEV 

#  SEV 

#  SEV 

#  SEV 

LUNG 

«  EX 

20 

20 

20 

20 

Inflammation,  chronic,  interst 1 t lun 

3  0.05 

0  0.00 

20  1.40 

20  1.90 

Hemorrhage 

6  0.14 

9  0.30 

9  0.25 

20  2.10 

Congestion 

0  0.00 

0  0.00 

1  0.05 

0  0.00 

Hyperplasia,  lymphoid,  per i bronchial 

1  0.15 

0  0.00 

0  0.00 

0  0.00 

Inf lamsat ion,  chronic,  serosa 

1  0.03 

0  0.00 

0  0.00 

0  0.00 

Inf  lanmat  ion,  chronic,  per  1  vascular 

13  0.29 

17  0.41 

20  0.64 

18  0.55 

Accuiulat ion,  foamy  macrophage 

0  0.00 

0  0.00 

20  1.95 

20  1.85 

KIDNEY 

#  EX 

20 

20 

20 

20 

Mineral izat ion 

9  0.16 

9  0.20 

10  0.29 

5  0.14 

Inf  laamat  Ion,  chronic 

11  0.20 

18  0.44 

17  0.40 

13  0.29 

Nephropathy 

6  0.16 

8  0.21 

11  0.28 

6  0.18 

Hydronephrosis 

2  0.30 

0  0.00 

1  0.15 

1  0.10 

Pyelonephr  1 1  is 

1  0.15 

0  0.00 

1  0.05 

0  0.00 

Hyperplasia,  pelvic  epithelium 

1  0.14 

0  0.00 

1  0.09 

0  0.00 

Pigsentat  ion,  cortex 

0  0.00 

0  0.00 

7  0.35 

20  1.60 

Cyst 

0  0.00 

1  0.08 

0  0.00 

1  0.06 

IRIKARY  BLADOER 

#  EX 

20 

0 

0 

20 

Inflammation,  chronic 

2  0.03 

0  0.00 

0  0.00 

0  0.00 

Hyperplasia,  epithelium 

1  0.09 

0  0.00 

0  0.00 

0  0.00 

SKIN 

#  EX 

20 

0 

0 

20 

MAMMARY  GLAND 

*  EX 

20 

2 

0 

20 

Cyst,  milk 

3  0.41 

2  3.00 

0  0.00 

0  0.00 

Inf  lanmat  Ion,  xanthogranulomatous 

2  0.09 

0  0.00 

0  0.00 

0  0.00 

Hyperplasia,  acinar 

0  0.00 

1  0.63 

0  0.00 

0  0.00 

ILEUM 

«  EX 

20 

0 

0 

20 

Severity  Calculated  by  No.  of  Tissues  Scored 

(3) 

-  2.0  mg 

baseAg/day  Dose  Level 

(1)  -  0  mg  baseAg/day  Dose  Level 

(*> 

-  9.0  mg  baseAg/day  Dose  Level 

(2)  -  o.s  mg  baseAg/day  Dose  Level 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY*  OF  WR238605  SUCCINATE  IN  RATS 


TOXICOLOGY 

RESEARCH 

LABORATORY 

STUDY 

NUMBER 

152 

SEVERITY 

SUMMARY 

STUDY  ID  :  SMI 52 

STUDY  NUMBER:  SN152 

FATE:  ALL 

SEX:  FEMALE 

GROUP: 

1 

2 

3 

4 

(1) 

(2) 

(3) 

(*) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

ff  SEV 

ff  SEV 

ff  SEV 

ff  SEV 

CECUM 

#  EX 

20 

0 

0 

20 

LYMPH  NODE,  MESENTERIC 

*  EX 

20 

0 

0 

20 

SKELETAL  KJSCLE 

#  EX 

20 

0 

0 

20 

SCIATIC  NERVE 

#  EX 

20 

0 

0 

20 

OVARY 

#  EX 

20 

1 

0 

20 

Necrosis,  corpus  luteua 

i  o.oa 

0  0.00 

0  0.00 

0  0.00 

Cyst 

3  0.25 

0  0.00 

0  0.00 

0  0.00 

Atrophy 

0  0.00 

1  4.00 

0  0.00 

0  0.00 

UTERUS 

#  EX 

20 

20 

20 

20 

D1 latat Ion 

3  0.20 

8  0.70 

6  0.55 

8  0.85 

PITUITARY  GLAND 

#  EX 

20 

2 

1 

20 

EYE 

«  EX 

19 

0 

0 

20 

Inf  lamest  Ion,  granulomatous,  optic  nerve 

2  0.18 

0  0.00 

0  0.00 

0  0.00 

HARDER  I  AN  GLAND 

ff  EX 

20 

0 

0 

20 

Inf  lawsat  loo,  chronic 

1  0.01 

0  0.00 

0  0.00 

4  0.18 

RIB 

#  EX 

20 

0 

0 

20 

STERNLM  (WITH  HARROW) 

#  EX 

20 

20 

20 

20 

Hyperplasia,  bone  marrow 

0  0.00 

4  0.20 

7  0.40 

13  0.90 

Granulopoiesis 

0  0.00 

0  0.00 

0  0.00 

1  0.05 

ftSENTERY 

ff  EX 

1 

0 

0 

0 

Necrosis,  fat 

1  2.25 

0  0.00 

0  0.00 

0  0.00 

Severity  Calculated  by  Mo.  of  Tissue*  Scored  (3)  -  2.0  mg  base/kg/day  Dose  Level 

(1)  -  0  mg  base/kg/day  Dose  Level  (4)  -  9.0  mg  baseAs/day  Dose  Level 

(2)  -  0.5  mg  ba se/k g/ day  Dose  Level 
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SEVERITY  SUMMARY 


STUDY  ID  :  SHI 52  STUDY  NUMBER:  SN152 

FATE:  ALL 

SEX:  FEMALE 


GROUP: 

1 

2 

3 

4 

(1) 

(2) 

(3) 

(*) 

NUMBER  OF  ANIMALS: 

20 

20 

20 

20 

• 

#  SEV 

#  SEV 

#  SEV 

*  SEV 

BONE  #  EX  0  1  0  0 


Sever lty  Calculated  by  No.  of  Tissues  Scored  (3)  -  2.0  mg  baseAg/day  Dose  Level 

(1)  -  0  iag  baseAg/day  Dose  Level  (4)  -  9.0  mg  baseAg/day  Dose  Level 

(2)  -  0.5  mg  baseAg/day  Dose  Level 
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TABULATED  ANIMAL  DATA 


STUDY  ID  :  SN152 
FATE:  ALL 


ANIHAL  ID: 

BRAIN 

THYMJS 

Hemorrhage 

SALIVARY  GLAND 

PANCREAS 

Inf  Lai— at  ion,  chronic 

ADRENAL  GLAM) 

Hypertrophy,  zona  glcmerulosa 
Vacuolatlon,  cortex 
Hypertrophy,  zona  reticularis 

SPINAL  CORD  (THORACIC) 

DIAPHRAGM 

Inf l  same  t ion,  chronic 

ESOPHAGUS 

TRACHEA 

Inflammation,  chronic 

THYROID  GLAND 

PARATHYROID  GLAND 

TONGUE 

HEART 

Cardiomyopathy 


STUDY  NUMBER:  SN152 
GROUP:  1:  0  mg  bas«Ag/<iay  Doee  Larval 

SEX:  HALE 


(KOI  (HO  2  (HO  3  0404  0405  0406  0407  0408  0409  0410 


<2>  (1)  (1)  -  (1)  <2>  (1)  <2>  -  <1> 


N  N  N 
<1>  - 


N  N  N 

(1)  "  <1> 


(2)  “ 


(1) 


<1>  -  <l>  <i> 


N  N  N  N  N  N 


N  N  N  N 


O)  - 


(1)  - 


N  N  N  N  N  N 

N  N  N  N 

<2>  (1)  - 

N  N  N  N  N  N 


<1>  <2>  <2>  (1)  <2> 
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TABULATED  ANIMAL  DATA 

STUDY  ID  :  SN152 

STUDY  NUMBER:  SN152 

FATE:  ALL 

group: 

1 :  0  mg  base/kg/day  Dose  Level 

SEX:  MALE 

ANIMAL  ID: 

(KOI 

0402 

0403 

0404 

0405 

0406 

0407 

0408 

0409 

0410 

DUODENLM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

COLON 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

STOMACH 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

LIVER 

N 

N 

N 

Inflammation,  chronic 

<1> 

- 

<1> 

<1> 

- 

<1> 

- 

- 

- 

- 

Necrosis 

- 

- 

- 

- 

<2> 

- 

- 

- 

- 

- 

Focus,  vacuolated  cell 

- 

- 

- 

- 

- 

- 

O) 

- 

- 

- 

Hepatodiaphragnat ic  nodule 

- 

- 

- 

- 

- 

- 

P 

- 

- 

- 

Fatty  change,  centri  lobular 

1 

1 

— 

SPLEEN 

N 

N 

N 

N 

N 

N 

N 

N 

Erythropoiesis 

1 

1 

JEJUNUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

LUNG 

N 

N 

N 

O) 

N 

Inf  lanvsat ion ,  chronic,  interst  1 1  iun» 

Inf  lansnat  ion,  granulomatous 

- 

- 

- 

O) 

- 

- 

- 

- 

- 

- 

Inf  lansnat  ion,  chronic,  serosa 

- 

- 

- 

<1> 

- 

- 

- 

- 

- 

- 

Inf  lansnat  ion,  chronic,  per  i vascu l ar 

<1> 

<1> 

<1> 

- 

O) 

- 

- 

- 

O) 

- 

KIDNEY 

Inf  lansnat  ion,  chronic 

- 

<1> 

<2> 

<1> 

<2> 

<1> 

(1) 

<1> 

<2> 

- 

Nephropathy 

O) 

<1> 

<2> 

- 

<1> 

- 

<1> 

<1> 

<1> 

O) 

URINARY  BLADDER 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inf  lansnat  Ion,  chronic 

- 

- 

- 

- 

- 

(D 

- 

- 

- 

- 

PROSTATE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inf  lansnat  ion,  chronic 

- 

- 

- 

- 

<1> 

- 

- 

- 

- 

- 

SKIN 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

See  Reports  Code  Table  for  Synfeol  Definitions 
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TABULATED  ANIMAL  DATA 

STUDY  ID  :  SN152 

STUDY  NWBER:  SN 152 

FATE:  ALL 

GROUP:  1 :  0  mg  baseAg/day  Dose  Level 

SEX:  MALE 

ANIMAL  ID:  0401  0402  0403  0404  0405  0406  0407  0408  0409  0410 


MAMMARY  GLAND 

I  LEW 

CECUM 

LYMPH  NODE,  MESENTERIC 
SKELETAL  MUSCLE 

SCIATIC  *CRVE 

TESTES 

EPIDIDYMIS 

Inf lanraat Ion,  chronic 


N 

N 

N 

N 

N 

N 

N 

N 


N  N 

N  N 

N  N 

N  N 

N  N 

N  N 

N  N 

N 

(1)  - 


N  N 

N  N 

N  N 

N  N 

N  N 

N  N 

N  N 

N  N 


N  N 

N  N 

N  N 

N  N 

N  N 

N  N 

N  N 

N  N 


N  N 

N  N 

N  N 

N  N 

N  N 

N  N 

N  N 

N  N 


N 

N 

N 

N 

N 

N 

N 

N 


PITUITARY  GLAND 
Vacuolat Ion 

EYE 

Mineral  Izat  Ion,  cornea 

HARDER I AN  GLAND 

Inflammation,  chronic 

RIB 


N  N  N  N  N 

<1>  -  <1>  <1>  -  1  <1> 

NNNNNN  NNN 

-  (2)- 

NNNNN  N  NN 

(1)  -  (2)  - 

NNNNNNNNNN 


STERNLM  (WITH  HARROW) 


LYMPH  NODE,  MANDIBULAR 

Hyperplasia,  lysphold  -  2 

AccuitJlat Ion,  plasma  cell  -  2 


MESENTERY 

Necrosis,  fat 


(3) 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
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TABULATED  ANIMAL  DATA 

STUDY  ID  :  SMI 52 

STUDY  NUMBER:  SN152 

FATE:  ALL 

GROUP: 

1:  0  mg  baseAg/day  Dose  Level 

SEX  MALE 

ANIMAL  ID: 

0411 

0412 

0413 

0414 

0415 

0416 

0417 

0418 

0419 

0420 

BRAIN 

N 

N 

N 

N 

N 

N 

N 

N 

N 

DILltatlon,  ventricle 

2 

- 

THYMUS 

N 

N 

N 

N 

Hemorrhage 

<2> 

<1> 

- 

<1> 

<3> 

- 

<2> 

(1) 

- 

- 

Depletion,  Lymphoid 

1 

— 

- 

SALIVARY  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PANCREAS 

N 

N 

N 

N 

N 

N 

Inf lawmat Ion,  chronic 

(1) 

(1) 

- 

<1> 

(1) 

- 

- 

- 

- 

- 

Atrophy,  acinar 

- 

• 

(2) 

• 

- 

— 

- 

- 

ADRENAL  GLAND 

N 

N 

N 

N 

N 

Hypertrophy,  zona  glomerulosa 

<1> 

Vacuolat  Ion,  cortex 

1 

Congest  Ion 

- 

- 

- 

1 

- 

- 

- 

- 

- 

Hypertrophy,  zona  reticularis 

— 

<1> 

<1> 

~ 

— 

— 

” 

— 

<1> 

SPINAL  CORD  (THORACIC) 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

DIAPHRAGM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

ESOPHAGUS 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

TRACHEA 

N 

N 

N 

N 

N 

N 

N 

N 

Inf lmmnat Ion,  chronic 

- 

O) 

- 

O) 

- 

- 

- 

- 

- 

“ 

THYROID  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PARATHYROID  GLAND 

N 

N 

N 

N 

N 

U 

N 

N 

N 

N 

TONGUE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

HEART 

N 

N 

N 

N 

N 

N 

Cardiomyopathy 

(1) 

<1> 

<1> 

<1> 

See  Reports  Code  Table  for  Symbol  Definitions 
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TABULATED  ANIMAL  DATA 

STUDY  ID  :  SMI 52 

STUDY  NUMBER:  SN152 

FATE:  ALL 

GROUP: 

1:  0  mg  baseAa/day  Dose  Level 

SEX:  MALE 

ANIMAL  ID: 

0411 

0412 

0413 

0414 

0415 

0416 

0417 

0418 

0419 

0420 

DUODENUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

COLON 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

STOMACH 

N 

N 

N 

N 

N 

N 

N 

N 

Dilatation,  crypt  glands 

— 

<1> 

“ 

<1> 

- 

- 

- 

- 

LIVER 

N 

N 

N 

N 

Inf  lamnat  ion,  chronic 

(1) 

CD 

- 

<1> 

- 

- 

<1> 

<1> 

<1> 

- 

SPLEEN 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Pignentat  ion 

- 

- 

2 

— 

— 

— 

— 

— 

- 

- 

JEJUNUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

LUNG 

N 

Inflammation,  chronic,  interst  i  t  iun 

- 

- 

- 

- 

CD 

- 

- 

- 

- 

Hemorrhage 

- 

- 

- 

<1> 

- 

(2) 

- 

Congest  ion 

<1> 

Inflammation,  chronic,  perivascular 

<2> 

<1> 

<1> 

<2> 

<1> 

<1> 

<1> 

<1> 

KIDNEY 

N 

Inflammation,  chronic 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

- 

- 

<1> 

<1> 

Nephropathy 

<1> 

<1> 

<2> 

<1> 

<1> 

<1> 

URINARY  BLADDER 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inflammation,  chronic,  urethra 

- 

— 

— 

- 

- 

(2) 

— 

- 

— 

- 

PROSTATE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

SKIN 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

HAM4ARY  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Hyperplasia,  acinar 

- 

- 

- 

- 

(3) 

- 

- 

- 

- 

- 

Hetaplaaia,  xyja—ou* 

- 

- 

- 

- 

<2> 

- 

- 

- 

- 

- 

Inf lammat  ion,  chronic 

<1> 

See  Report*  Code  Table  for  Symbol  Definitions 
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TABULATED  ANIMAL  DATA 


STUDY  ID  :  SN152  STUDY  NUMBER'  SN152 

FATE:  ALL  GROUP:  1 :  0  mg  baseAa/day  Dam  Level 

SEX:  HALE 


AN I HAL  ID: 

0411 

0412 

0413 

0414 

0415 

0416 

0417 

0418 

0419 

0420 

ILEUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

CECLM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

LYMPH  NODE,  MESENTERIC 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

SKELETAL  MUSCLE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

SCIATIC  NERVE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

TESTES 

N 

N 

N 

N 

N 

N 

N 

N 

Arrested  spermatogenesis 

- 

- 

- 

- 

- 

- 

4L 

- 

- 

- 

Degenerat  ion 

<2> 

— 

- 

EPIDIDYMIS 

N 

N 

N 

N 

N 

N 

N 

N 

N 

01  igospermia 

“ 

“ 

— 

— 

4L 

— 

— 

- 

PITUITARY  GLAND 

N 

N 

N 

N 

N 

N 

Vacuolat  ion 

- 

- 

<2> 

<1> 

- 

<1> 

- 

- 

- 

<2> 

EYE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

HARDER  I  AN  GLAM) 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

RIB 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

STERNUM  (WITH  HARROW) 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Sec  Reports  Code  Table  for  Symbol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

STUDY  ID  :  SMI 52 

STUDY  NUMBER:  SN152 

FATE:  ALL 

GROUP:  2: 

0.5  mg  baseAo/day  Dose  Level 

SEX*.  KALE 

AM I HAL  ID: 

0451 

0452 

0453 

0454 

0455 

0456 

0457 

0458 

0459 

0460 

ADRENAL  GLAND 

N 

N 

N 

N 

N 

N 

N 

Vacuolatlon,  cortex 

- 

- 

- 

2 

- 

- 

- 

- 

- 

- 

Hypertrophy,  zona  reticularis 

— 

<1> 

— 

— 

— 

- 

- 

<1> 

- 

LIVER 

N 

N 

N 

N 

Inflammation,  chronic 

- 

<1> 

O) 

<1> 

<1> 

- 

- 

<1> 

- 

<1> 

Fatty  change,  centri  lobular 

- 

- 

- 

<1> 

- 

- 

- 

<1> 

- 

- 

SPLEEN 

N 

N 

N 

N 

N 

Erythropoies  is 

1 

1 

- 

1 

- 

- 

1 

- 

- 

- 

P  ignentat  Ion 

“ 

1 

— 

1 

— 

1 

“ 

- 

— 

— 

LUNG 

Inf  lanmat  ion,  chronic,  Interst  1 1  lun 

- 

- 

- 

- 

<1> 

- 

- 

- 

- 

- 

Hemorrhage 

- 

- 

(2) 

- 

- 

- 

- 

- 

- 

- 

Inf lansaat ion,  <p*anulomatous 

- 

- 

<3> 

- 

- 

- 

- 

- 

- 

- 

Inflammation,  granulomatous,  serosa 

<2> 

- 

Inflammation,  chronic,  perivascular 

<1> 

<1> 

<1> 

<1> 

<1> 

<2> 

<1> 

<1> 

<1> 

<2> 

Accumulation,  foamy  macrophage 

- 

- 

- 

- 

- 

[1] 

- 

- 

- 

(1) 

KIDNEY 

N 

Inflammation,  chronic 

<1> 

<1> 

<1> 

<1> 

O) 

<1> 

<1> 

<1> 

- 

<1> 

Nephropathy 

(1) 

- 

<1> 

<1> 

<1> 

<1> 

<2> 

<2> 

- 

<1> 

Hemorrhage,  pelvis 

— 

— 

- 

— 

(2) 

— 

- 

— 

URINARY  BLADDER 

Semen  plug 

- 

- 

- 

- 

- 

P 

- 

P 

- 

STERNLH  (WITH  HARROW) 

N 

N 

N 

N 

N 

N 

N 

Hyperplasia,  bone  marrow 

— 

“ 

— 

1 

1 

— 

- 

- 

- 

2 

LYMPH  NODE,  MANDIBULAR 

Hyperplasia,  lymphoid 

- 

2 

- 

Accumulation,  plasma  cell 

3 

See  Report*  Code  Table  for  Symbol  Definitions 


LA8CAT  HP4.11 


24-JUN-1996 


Page  46 

PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 


STUDY  ID  :  SMI 52 
FATE:  ALL 


ANIMAL  ID: 


STUDY  NUMBER:  SN152 
GROUP:  2:  0.5  mg  baseAfl/day  Dose  Level 

SEX:  MALE 


0461  0462  0463  0464  0465  0466  0467  0468  0469  0470 


ADRENAL  GLAND 

Hypertrophy,  zona  glomerulosa 
Vacuolation,  cortex 
Piyentitlon,  zona  reticularis 
Congestion 

Hypertrophy,  zona  reticularis 


N 


N 


N  N 


LIVER 

Inf  lanssat  Ion,  chronic 
Fatty  change,  centr  1  lobular 


SPLEEN 

Plgnentat  Ion 
Cyst,  serosa 

LUNG 

Inf  la-sat  Ion,  chronic,  Interstit  1u* 
Inflammation,  granulomatous 
Congestion 

Inf  la-sat  Ion,  chronic,  perivascular 


KIDNEY 
Inf  la 


»t  Ion, 


chronic 


Nephropathy 
IRINARY  BLADDER 


See— n  plug 

STERNUM  (WITH  HARROW) 

Hyperplasia,  bone  marrow 


N 

<1> 

H 

<1> 

N 

<1> 

<1> 

N 

<1> 

<1> 

1 

- 

N 

N 

N 

N 

1 

N 

N 

N 

N 

- 

- 

O) 

- 

- 

- 

- 

- 

- 

- 

N 

. 

. 

. 

N 

<1> 

(D 

- 

- 

- 

- 

- 

- 

(D 

- 

- 

- 

<1> 

- 

<1> 

- 

<1> 

<1> 

<1> 

- 

<1> 

<1> 

<1> 

<1> 

<1> 

<2> 

<1> 

N 

<1> 

(1) 

<1> 

<1> 

<1> 

<2> 

<2> 

<1> 

<1> 

- 

<1> 

O) 

- 

<1> 

<1> 

1 


N 


1 


N 


N  N 


N  N  N  N 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

STUDY  ID  :  SN152 

STUDY  NLWBER:  SN152 

FATE:  ALL 

GROUP:  3: 

2.0  mg  baseAg/day  Dose  Level 

SEX:  MALE 

ANIMAL  ID: 

0501 

0502 

0503 

0504 

0505 

0506 

0507 

0508 

0509 

0510 

ADRENAL  GLAND 

N 

N 

N 

N 

N 

N 

N 

Hypertrophy,  zona  glomerulosa 

<1> 

Vacuolat  Ion,  cortex 

- 

- 

- 

- 

1 

- 

- 

- 

- 

- 

Hypertrophy,  zona  reticularis 

- 

- 

- 

- 

- 

- 

<1> 

- 

- 

- 

LIVER 

N 

N 

N 

Inf laffmat Ion,  chronic 

- 

- 

<1> 

- 

<1> 

<1> 

<1> 

- 

- 

- 

Focus,  vacuolated  cell 

(2) 

- 

- 

- 

- 

(2) 

- 

- 

- 

- 

Hepatodlaphragnat  1c  nodule 

- 

P 

Fatty  change,  centr  1  lobular 

— 

1 

* 

— 

1 

“ 

1 

SPLEEN 

Erythropoles  Is 

1 

1 

1 

2 

- 

1 

- 

1 

1 

2 

Plgnentat  Ion 

• 

•* 

“ 

1 

1 

1 

1 

1 

2 

LUNG 

Inf  lammat  Ion,  chronic,  Interst  1 1  iisn 

<1> 

<1> 

<2> 

<1> 

<2> 

<2> 

<3> 

<2> 

<1> 

<2> 

Hemorrhage 

- 

- 

- 

- 

- 

<2> 

- 

<2> 

- 

- 

Congest  Ion 

- 

- 

- 

- 

- 

- 

<2> 

- 

- 

- 

Inflammation,  chronic,  perivascular 

<1> 

<1> 

<2> 

<1> 

<2> 

<2> 

<2> 

<2> 

<2> 

<1> 

Accumulation,  foamy  macrophage 

<3> 

<2> 

<2> 

<2> 

<2> 

<2> 

<3> 

<3> 

<2> 

<3> 

KIDNEY 

Inflammation,  chronic 

<1> 

<1> 

<1> 

<1> 

(D 

<1> 

<1> 

<1> 

<1> 

<1> 

Nephropathy 

O) 

<1> 

(1) 

<1> 

- 

<1> 

<1> 

- 

<1> 

<2> 

Pigmentation,  cortex 

1 

•* 

1 

1 

*■" 

— 

— 

— 

STERNLM  (WITH  MARROW) 

N 

N 

N 

N 

Hyperplasia,  bone  marrow 

— 

1 

1 

— 

1 

— 

1 

1 

1 

- 

MESENTERY 

Necrosis,  fat 

(3) 

See  Reports  Code  Table  for  Symbol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

STUDY  ID  :  SMI 52 

STUDY  NLM6ER:  SMI 52 

FATE:  ALL 

GROUP:  3:  2.0  mg  base/kg/day  Dose  Level 

SEX:  HALE 

ANIMAL  10: 

0511 

0512 

0513 

0514 

0515 

0516 

0517 

0518 

0519 

0520 

ADRENAL  GLAND 

N 

N 

N 

N 

Pfgaentat loo,  zona  reticularis 

- 

1 

- 

- 

1 

1 

- 

- 

- 

- 

Congest  ion 

1 

2 

- 

- 

1 

1 

- 

- 

- 

- 

Hypertrophy,  zona  reticularis 

1 

<1> 

<1> 

“ 

“ 

<1> 

<1> 

— 

- 

LIVER 

N 

N 

Inf  la— sat  ion,  chronic 

- 

<1> 

- 

- 

- 

O) 

O) 

(1) 

<1> 

O) 

Necrosis 

- 

<2> 

- 

Fatty  change,  centri  lobular 

- 

- 

- 

- 

1 

- 

1 

- 

1 

- 

Congestion,  centr 1  lobular 

1 

1 

“ 

— 

- 

- 

SPLEEN 

N 

N 

N 

N 

N 

N 

N 

N 

Pigmentation 

1 

- 

- 

— 

- 

- 

- 

1 

- 

LUNG 

Inf  la— sat  ion,  chronic,  interst  1 1  ium 

<1> 

<2> 

<1> 

<2> 

<3> 

<3> 

<1> 

<1> 

<1> 

<2> 

Hemorrhage 

- 

- 

- 

<2> 

<2> 

- 

- 

- 

- 

- 

Hyperplasia,  lymphoid,  per ibronchial 

- 

- 

1 

- 

- 

1 

- 

- 

- 

- 

Inf  la— sat  ion,  chronic,  perivascular 

<2> 

<1> 

<1> 

<2> 

<2> 

<2> 

<2> 

<1> 

<1> 

<1> 

AccumJlat ion,  foamy  macrophage 

<2> 

<2> 

<1> 

<3> 

<3> 

<3> 

<2> 

<2> 

<2> 

<2> 

KIDNEY 

N 

Inf  la— sat  ion,  chronic 

- 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

Nephropathy 

- 

<1> 

<1> 

- 

<1> 

<2> 

<1> 

- 

<1> 

<1> 

Pigmentation,  cortex 

1 

STERNUM  (WITH  MARROW) 

N 

N 

N 

N 

N 

Hyperplasia,  bone  marrow 

- 

- 

1 

1 

1 

1 

2 

- 

- 

- 

See  Reports  Code  Table  for  Syn*x>l  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

STUDY  ID  :  SN152 

STUDY  NUMBER:  SN152 

FATE:  ALL 

GROUP:  4: 

9.0  mg  baseAft/dsy  Does  Level 

SEX:  MALE 

AM I HAL  ID: 

0551 

0552 

0553 

0554 

0555 

0556 

0557 

0558 

0559 

0560 

BRAIN 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

THYMUS 

U 

Hemorrhage 

<1> 

<1> 

- 

<1> 

<1> 

<1> 

<1> 

- 

<1> 

<2> 

Depletion,  lymphoid 

- 

— 

2 

2 

• 

— 

- 

- 

- 

SALIVARY  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PANCREAS 

N 

N 

N 

N 

N 

N 

N 

N 

Inf  lasmat  ion,  chronic 

- 

- 

- 

<1> 

- 

- 

(3) 

- 

- 

- 

Atrophy,  acinar 

- 

- 

- 

<2> 

- 

- 

- 

- 

- 

- 

ADRENAL  GLAND 

N 

N 

N 

N 

Hypertrophy,  zona  glomeruloea 

O) 

- 

<1> 

PI  cyan  tat  ion,  zona  reticularis 

- 

2 

1 

- 

- 

- 

1 

- 

1 

- 

Hypertrophy,  zona  reticularis 

— 

<1> 

— 

— 

~ 

— 

<1> 

- 

— 

SPINAL  CORD  (THORACIC) 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

DIAPHRAGM 

N 

N 

N 

N 

N 

N 

N 

N 

Inflammation,  chronic 

- 

- 

- 

- 

- 

- 

O) 

2 

- 

- 

ESOPHAGUS 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

TRACHEA 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inf  laaaaat  ion,  subacute 

- 

— 

— 

— 

— 

• 

- 

2 

- 

— 

THYROID  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Atrophy,  follicle 

- 

- 

- 

- 

2 

- 

- 

- 

- 

- 

PARATHYROID  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

TONGUE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

See  Reports  Code  Table  for  Symbol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

STUDY  ID  :  SN152 

STUDY  NLM8ER:  SN152 

FATE:  ALL 

GROUP:  *: 

9.0  mg  baseAg/day  Dose  Level 

SEX:  MALE 

AH I HAL  ID: 

0551 

0552 

0553 

055* 

0555 

0556 

0557 

0558 

0559 

0560 

1CART 

N 

N 

N 

N 

N 

N 

Cardiomyopathy 

- 

- 

- 

(D 

<1> 

<1> 

- 

- 

- 

- 

Inf  l manat  Ion,  chronic,  serosa 

<2> 

- 

- 

DUODENUM 

N 

N 

N 

N 

N 

N 

N 

A 

N 

N 

COLON 

N 

N 

N 

N 

N 

N 

N 

A 

N 

N 

STOKACH 

N 

N 

N 

N 

N 

N 

A 

N 

N 

Dilatation,  crypt  glands 

- 

- 

- 

- 

<1> 

- 

- 

- 

- 

- 

LIVER 

N 

Inflammation,  chronic 

<2> 

- 

(1) 

- 

<1> 

- 

(1) 

- 

- 

- 

Necrosis,  coagulation 

<2> 

Apoptosis,  ceotr 1  lobular 

2 

- 

- 

1 

1 

1 

- 

1 

- 

1 

Pigmentation,  centr 1  lobular 

1 

- 

- 

- 

1 

1 

- 

1 

- 

1 

Fatty  change,  centr  1  lobular 

- 

- 

1 

1 

- 

1 

- 

- 

1 

1 

Congestion,  centr  1  lobular 

- 

- 

- 

- 

- 

<1> 

- 

2 

- 

- 

Inflammation,  subacute,  centr 1  lobular 

<1> 

Hyperplasia,  bile  duct 

- 

- 

— 

- 

- 

- 

<1> 

- 

- 

- 

SPLEEN 

Erythropoiesls 

2 

- 

- 

2 

2 

1 

1 

- 

- 

- 

Pigment  at  Ion 

- 

- 

- 

- 

2 

- 

- 

1 

1 

1 

Congest  Ion 

1 

2 

2 

2 

1 

- 

3 

- 

3 

2 

Hyperplasia,  reticuloendothelial  cell 

- 

2 

— 

— 

- 

— 

- 

1 

- 

JEJUNUM 

N 

N 

N 

N 

N 

N 

N 

A 

N 

N 

LUNG 

Inflammation,  chronic,  Interstltlun 

<3> 

<3> 

<3> 

<3> 

<3> 

<3> 

<3> 

<3> 

<2> 

<3> 

hemorrhage 

<1> 

<2> 

<2> 

<1> 

<2> 

<2> 

<2> 

<3> 

<1> 

<3> 

Inflammation,  granulomatous 

- 

- 

- 

(2) 

- 

- 

- 

- 

- 

- 

Inflammation,  acute 

- 

- 

- 

- 

- 

- 

- 

<*> 

- 

- 

Inf  l  animat  Ion,  chronic,  perivascular 

- 

<1> 

<1> 

<2> 

<2> 

<2> 

<1> 

- 

<1> 

<2> 

Accumulation,  foamy  macrophage 

<*> 

<3> 

<3> 

<*> 

<*> 

<3> 

<3> 

<3> 

<3> 

<3> 

See  Reports  Code  Table  for  Sywtol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL 

DATA 

STUDY  ID  :  SN152 

STUDY  1 

W€Oi:  SN 152 

FATE:  ALL 

GROUP:  4: 

9.0  mg  baseAfl/cUy  Do*e  Level 

SEX:  MALE 

ANIMAL  ID: 

0551 

0552 

0553 

0554  0555 

0556 

0557 

ossa 

0559 

0560 

LUNG 

Eden* 

<3> 

- 

- 

KIDNEY 

N 

N 

A 

Inf  lamia t  ion,  chronic 

<1> 

<1> 

<1> 

- 

- 

- 

<1> 

- 

O) 

- 

Nephropathy 

- 

<1> 

<1> 

Pigaentat  ion,  cortex 

1 

2 

— 

1 

— 

— 

1 

— 

1 

1 

URINARY  BLADDER 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PROSTATE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

SKIN 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

MAMMARY  GLAND 

N 

U 

N 

N 

N 

N 

U 

N 

N 

N 

ILEUM 

N 

N 

N 

N 

N 

N 

N 

A 

N 

N 

CECUM 

N 

N 

N 

N 

N 

N 

N 

A 

N 

N 

LYMPH  NODE,  *eSEHTERIC 

N 

N 

N 

N 

N 

N 

N 

U 

N 

N 

SKELETAL  MUSCLE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

SCIATIC  NERVE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

TESTES 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

EPIDIDYMIS 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PITUITARY  GLAND 

N 

N 

N 

Vacuo 1 at  ion 

<1> 

<1> 

1 

1 

2 

1 

- 

- 

1 

- 

Cy*t 

(2) 

- 

- 

O) 

<2> 

- 

- 

- 

- 

EYE 

N 

N 

N 

N 

N 

N 

N 

A 

N 

N 

See  Report*  Code  Table  for  Syafcol  Definition* 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 

TABULATED  ANIMAL  DATA 

STUDY  ID  :  SMI 52  STUDY  NUMBER :  SMI 52 

FATE:  ALL  GROUP:  4:  9.0  mg  base/kg/day  Dote  Level 

SEX:  HALE 

ANIHAL  ID:  0551  0552  0553  0554  0555  0556  0557  0558  0559  0560 

HARDER  I  AN  GLAND  NNNNNN  NNN 

Inf  lansat  Ion,  chronic  ------  (1)  -  - 

RIB  NNNNNNN  N  N 

Granulopoiesis  ------  -  1  - 

STERNUM  (WITH  HARROW) 

Hyperplasia,  bone  marrow  1111212212 

Granulopoiesis  -------2-- 


See  Reports  Code  Table  for  Symbol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED 

ANIMAL  DATA 

STUDY  ID  :  SM152 

STUDY  NUMBER:  SN152 

FATE:  ALL 

GROUP:  4: 

9.0  mg  base/kg/day  Dos#  Level 

SEX:  MALE 

AM I HAL  ID: 

0561 

0562  0563 

0564 

0565 

0566 

0567 

0568 

0569 

0570 

BRAIN 

THYHJS 

N 

N 

U 

N 

hemorrhage 

- 

- 

<3> 

- 

- 

(D 

<1> 

<2> 

<1> 

<1> 

Depletion,  lymphoid 

— 

- 

— 

— 

2 

- 

— 

- 

SALIVARY  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PANCREAS 

N 

N 

N 

N 

N 

Inf  lamui t  Ion,  chronic 

- 

— 

(D 

(1) 

- 

(D 

- 

(1) 

- 

CD 

ADRENAL  GLAND 

N 

N 

Hypertrophy,  zona  g  Lcmeru  loea 

O) 

- 

- 

- 

- 

- 

(2) 

- 

- 

- 

Vacuolatlon,  cortex 

(1) 

Plgaentat  Ion,  zona  reticularis 

- 

1 

- 

- 

1 

1 

2 

1 

- 

1 

Congest  Ion 

- 

- 

- 

- 

- 

- 

1 

1 

- 

- 

Hypertrophy,  zona  reticularis 

<1> 

- 

SPINAL  CORD  (THORACIC) 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

DIAPHRAGM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inflammation,  chronic 

- 

- 

- 

- 

[3] 

- 

- 

- 

- 

- 

ESOPHAGUS 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inf  lamest  Ion,  chronic,  auscle 

- 

- 

- 

- 

(2) 

- 

- 

- 

- 

- 

TRACHEA 

N 

N 

N 

N 

N 

N 

N 

Inf  l— sat  Ion,  chronic 

- 

- 

- 

(D 

(D 

- 

<1> 

- 

- 

- 

THYROID  GLAND 

PARATHYROID  GLAND 

U 

N 

N 

N 

N 

U 

U 

N 

N 

N 

TONGUE 

HEART 

N 

N 

N 

N 

N 

N 

N 

See  Reports  Code  Table  for  Symbol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

STUDY  ID  :  SN1 52 

STUDY  NUMBER:  SN152 

FATE:  ALL 

GROUP:  4: 

9.0  mg 

baseAg/day  Dose  Level 

SEX:  MALE 

ANIMAL  ID: 

0561 

0562 

0563 

0564 

0565 

0566 

0567 

0568 

0569 

0570 

HEART 

N 

N 

N 

N 

N 

N 

N 

Cardiomyopathy 

- 

<1> 

- 

- 

1 

- 

- 

- 

- 

- 

Inflammation,  chronic,  serosa 

- 

- 

- 

- 

[3] 

- 

- 

- 

- 

- 

Thrcaios  is,  chronic 

- 

— 

“ 

— 

— 

- 

— 

(3) 

- 

- 

DUODENLM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

COLON 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

STOMACH 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

LIVER 

N 

N 

N 

Inf laavnat Ion,  chronic 

<1> 

- 

- 

<1> 

- 

- 

- 

- 

<1> 

- 

Focus,  vacuolated  cell 

<2> 

- 

- 

<1> 

- 

(1) 

- 

- 

- 

- 

Apoptosis,  centr  i  lobular 

2 

- 

1 

1 

- 

1 

- 

- 

2 

- 

Pigmentation,  centr  i  lobular 

1 

- 

1 

1 

- 

1 

- 

2 

1 

- 

Fatty  change,  centr 1  lobular 

1 

1 

- 

- 

- 

1 

- 

1 

1 

- 

Focus,  basophilic  cell 

<1> 

— 

— 

SPLEEN 

Erythropoies is 

- 

- 

- 

- 

1 

- 

1 

- 

- 

1 

Pigaentat  ion 

1 

1 

- 

2 

- 

1 

1 

3 

2 

- 

Congest  ion 

2 

3 

2 

2 

3 

2 

2 

2 

2 

2 

Hyperplasia,  reticuloendothelial  cell 

— 

2 

1 

JEJUNUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

LUNG 

Inflammation,  chronic,  interstitius 

<2> 

<3> 

<3> 

<3> 

<3> 

<3> 

<3> 

<3> 

<3> 

<3> 

Hemorrhage 

<4> 

<3> 

<1> 

<2> 

<1> 

<1> 

<2> 

<3> 

<2> 

<2> 

Inflammation,  granulomatous 

- 

- 

<1> 

- 

<1> 

- 

- 

- 

- 

- 

Inf  laamat  ion,  acute 

- 

- 

1 

- 

- 

- 

- 

- 

- 

- 

Inflammation,  chronic,  serosa 

- 

- 

- 

- 

2 

- 

- 

- 

- 

- 

Inflammation,  chronic,  perivascular 

<2> 

<1> 

<1> 

<2> 

- 

<1> 

<1> 

<1> 

<1> 

<2> 

AccLMJlat  ion,  foamy  macrophage 

<3> 

<3> 

<3> 

<4> 

<2> 

<3> 

<2> 

<4> 

<3> 

<3> 

See  Reports  Code  Table  for  Symbol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

STUDY  ID  :  SM152 

STUDY  NUMBER:  SN152 

FATE:  ALL 

GROUP:  4: 

9.0  mg  baseA^day  Dose  Level 

SEX:  KALE 

ANIMAL  ID: 

0561 

0562 

0563 

0564 

0565 

0566 

0567 

0568 

0569 

0570 

KIDNEY 

Inf lammat ion,  chronic 

<1> 

<1> 

<1> 

<1> 

<1> 

- 

<1> 

<1> 

<1> 

<1> 

Nephropathy 

- 

<1> 

<1> 

(1) 

<1> 

- 

<1> 

- 

O) 

<2> 

Hydronephrosis 

1L 

- 

Pig— ntat  ion,  cortex 

1 

2 

1 

2 

1 

1 

2 

1 

1 

2 

Cyst 

(1) 

- 

URINARY  BLADDER 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PROSTATE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

SKIN 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

MAMMARY  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

ILEUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

CECUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

LYMPH  NODE,  JCSENTERIC 

N 

N 

N 

N 

N 

N 

N 

N 

Hemorrhage 

2 

Inf  lammat  Ion,  g-anulomatous 

— 

<3> 

SKELETAL  HJSCLE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

SCIATIC  NERVE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

TESTES 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Degenerat  ion 

<3>I 

EPIDIDYMIS 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PITUITARY  GLAND 

N 

N 

N 

N 

N 

N 

N 

Vacuolat  ion 

1 

2 

1 

Cy»t 

(1) 

See  Reports  Code  Table  for  Symbol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED 

ANIMAL  DATA 

STUDY  ID  :  SN152 

STUDY  NUMBER:  SN152 

FATE:  ALL 

GROUP: 

1  :  0  mg 

baseAg/day  Doce  Level 

SEX:  FEMALE 

AM I HAL  ID: 

0426 

0427  0428 

0429 

0430 

0431 

0432 

0433 

0434 

0435 

GRAIN 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

THYMUS 

N 

N 

N 

N 

N 

N 

Hemorrhage 

- 

- 

- 

<1> 

- 

- 

- 

<1> 

<1> 

- 

Depletion,  lymphoid 

- 

“ 

— 

— 

1 

“ 

- 

“ 

— 

SALIVARY  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PANCREAS 

N 

N 

N 

N 

N 

N 

Inf  l—  sat  Ion,  chronic 

CD 

- 

- 

- 

CD 

- 

- 

CD 

CD 

- 

Atrophy,  acinar 

(D 

- 

ADRENAL  GLAND 

N 

N 

N 

N 

N 

Hypertrophy,  zona  glomeculosa 

- 

- 

- 

- 

<i> 

- 

- 

- 

- 

- 

Congestion 

1 

- 

1 

- 

- 

- 

- 

1 

- 

- 

Hypertrophy,  zona  reticularis 

• 

— 

— 

CD 

— 

<l> 

<i> 

- 

SPINAL  CORD  (THORACIC) 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

DIAPHRAGM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inf  laamat Ion,  chronic 

CD 

ESOPHAGUS 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

TRACHEA 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inf lanvaatlon,  chronic 

CD 

- 

- 

THYROID  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PARATHYROID  GLAND 

N 

N 

N 

U 

U 

U 

N 

N 

N 

N 

TONGUE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

HEART 

N 

N 

N 

N 

N 

N 

N 

N 

N 

See  Reports  Code  Table  for  Synfcol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

STUDY  ID  :  SN152 

STUDY  HUMBER:  SN152 

FATE:  ALL 

GROUP: 

1:  0  mg  base/kg/day  Dose  Level 

SEX:  FEMALE 

AH I HAL  ID: 

0426 

0427 

042B 

0429 

0430 

0431 

0432 

0433 

0434 

0435 

HEART 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Cardiomyopathy 

(1) 

DUODENUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

COLON 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

STOMACH 

N 

N 

N 

N 

N 

N 

N 

N 

Dilatation,  crypt  glands 

- 

<1> 

<1> 

LIVER 

N 

N 

N 

N 

N 

Inflammation,  chronic 

- 

(1) 

<1> 

— 

O) 

<1> 

- 

O) 

- 

- 

SPLEEN 

N 

Erythropoies  is 

- 

1 

2 

2 

1 

1 

2 

1 

2 

1 

Pignentat  Ion 

— 

1 

1 

1 

2 

— 

- 

1 

1 

1 

JEJUNUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

LUNG 

N 

N 

Inf lanmatlon,  chronic,  interst  1 1  iun 

- 

- 

- 

(1) 

- 

- 

- 

- 

- 

- 

Hemorrhage 

- 

- 

O) 

<1> 

- 

- 

- 

- 

- 

- 

Inf laassat ion,  chronic,  serosa 

- 

- 

- 

- 

- 

- 

<1> 

- 

- 

- 

Inflammation,  chronic,  perivascular 

<1> 

- 

<1> 

- 

- 

(1) 

- 

<1> 

O) 

<1> 

KIDNEY 

N 

N 

Mineralizat  ion 

- 

<1> 

- 

(D 

- 

- 

- 

(1) 

<1> 

- 

Inflammation,  chronic 

- 

<1> 

- 

(1) 

- 

(1) 

(1) 

(D 

- 

<1> 

Nephropathy 

- 

(1) 

- 

O) 

- 

- 

- 

- 

(D 

- 

Hydronephroe  1  s 

- 

- 

3L 

- 

- 

- 

- 

- 

- 

- 

Pyelonephritis 

- 

- 

31 

- 

- 

- 

- 

- 

- 

- 

Hyperplasia,  pelvic  epithelium 

C  3 1 1 

— 

— 

— 

— 

- 

URINARY  BLADDER 

N 

N 

N 

N 

N 

N 

N 

N 

Inflammation,  chronic 

(1) 

Hyperplasia,  epithelium 

[2] 

See  Reports  Code  Table  for  Syefcol  Definitions 


LABCAT  HfH.11  24-JUN-1996 


J-59 


Page  59 

PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL 

DATA 

STUDY  ID  :  SN152 

STUDY 

NUMBER:  SN152 

FATE:  ALL 

GROUP: 

1:  0  «g  baseAg/day  Dose  Level 

s ex:  female 

ANIMAL  ID: 

0426 

0427 

0428 

0429  0430 

0431 

0432 

0433 

0434 

0435 

SKIN 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

MAWARY  GLAND 

N 

N  , 

N 

N 

N 

N 

N 

N 

N 

Cyst,  nllk 

(3) 

- 

- 

ILEUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

CECLH 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

LYMPH  NODE,  MESENTERIC 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

SKELETAL  MJSCLE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

SCIATIC  NERVE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

OVARY 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Cyst 

- 

— 

2 

- 

— 

— 

- 

— 

— 

- 

UTERUS 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PITUITARY  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

EYE 

N 

optic  nerve  - 

(3) 

N 

U 

N 

N 

N 

N 

N 

(2) 

Inf  lasvnat  Ion,  cy anu locna  tous , 

HARDER  I  AN  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

RIB 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

STERNLY  (WITH  MARROW) 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

►eSENTERY 

Necroels,  fat 

(3) 

See  Reports  Code  Table  for  Symbol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

STUDY  ID  :  SN152 

STUDY  NUMBER:  SN152 

FATE:  ALL 

GROUP: 

U  Q  mg 

baseAg/cUy  Dose  Level 

SEX:  FEMALE 

ANIMAL  ID: 

0436 

0437 

0433 

0439 

0440 

0441 

0442 

0443 

0444 

0445 

BRAIN 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

THYMUS 

N 

N 

N 

Hemorrhage 

<1> 

<1> 

- 

(1) 

- 

- 

<2> 

- 

- 

(1) 

Depletion,  lynphoid 

— 

• 

• 

- 

• 

(2) 

- 

- 

2 

- 

SALIVARY  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PANCREAS 

N 

N 

N 

N 

N 

N 

N 

Inflammation,  chronic 

- 

O) 

(1) 

- 

- 

O) 

- 

- 

- 

- 

ADRENAL  GLAND 

N 

N 

N 

Vacuolation,  cortex 

<2> 

Congest  ion 

- 

1 

- 

- 

1 

- 

- 

1 

- 

1 

Hypertrophy,  zona  reticularis 

<1> 

— 

<1> 

- 

*- 

<1> 

— 

<1> 

— 

<2> 

SPINAL  CORD  (THORACIC) 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

DIAPHRAGM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inflammation,  chronic 

<1> 

- 

ESOPHAGUS 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

TRACHEA 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inf  lam iiat  ion,  chronic 

O) 

THYROID  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inf lamaat  ion,  subacute 

(2) 

PARATHYROID  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

TONGUE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

HEART 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inf  lamaat  Ion,  chronic,  artery 

<2> 

See  Report*  Code  Table  for  Syvfcol  Definition* 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

STUDY  ID  :  SMI 52 

STUDY  NLMQER  SN152 

PATH:  ALL 

GROUP: 

1:  0  mg  baseAg/day  Dose  Level 

SEX:  FEMALE 

AM I HAL  ID: 

0436 

0437 

0438 

0439 

0440 

0441 

0442 

0443 

0444 

0445 

DUODENUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

COLON 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

STOMACH 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Dilatation,  crypt  glands 

<1> 

LIVER 

N 

N 

N 

N 

Inflammation,  chronic 

O) 

O) 

<1> 

- 

- 

<1> 

<1> 

- 

<1> 

- 

SPLEEN 

Erythropoles  Is 

- 

- 

1 

- 

- 

- 

- 

- 

- 

Adhesion 

(2) 

- 

Plgnentat  Ion 

1 

1 

2 

1 

1 

1 

2 

1 

3 

2 

JEJUNUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

LUNG 

N 

N 

Inf  la— nation,  chronic,  Interstltlum 

- 

- 

- 

CD 

- 

- 

- 

- 

<1> 

- 

Hemorrhage 

- 

- 

- 

- 

- 

<1> 

<1> 

<1> 

<1> 

- 

Hyperplasia,  lynphold,  per Ibronchlal 

3 

- 

Inf  la— mat  Ion,  chronic,  perivascular 

— 

<1> 

“ 

<1> 

<1> 

<1> 

<1> 

<1> 

CD 

KIDNEY 

Mineral  Izat  Ion 

- 

- 

- 

P ) 

<1> 

CD 

- 

<1> 

(D 

- 

Inflammation,  chronic 

<1> 

- 

<1> 

- 

- 

<i> 

CD 

- 

- 

(D 

Nephropathy 

<1> 

<1> 

<2> 

Hydronephroe  1  s 

3 

— 

URINARY  BLADDER 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inf  l annua t  Ion,  chronic 

- 

- 

— 

— 

- 

(D 

- 

- 

- 

- 

SKIN 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

MAt+tARY  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

Cyst,  nil* 

<3> 

<4> 

See  Reports  Code  Table  for  Symbol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 


STUDY  ID  :  SHI 52  STUDY  NLMBER:  SHI 52 

FATE:  ALL  CROUP:  1 :  0  mg  bas«A3/day  Doce  Law l 

SEX:  FEMALE 


ANIMAL  ID: 

MAM4ARY  GLAND 

Inf laesaat  Ion,  xanthogranulomatous 
ILEUM 

CECLH 

LYMPH  NOOE,  MESENTERIC 

SKELETAL  MUSCLE 

SCIATIC  NERVE 

OVARY 

Necrosis,  corpus  luteon 
Cyst 

UTERUS 

Dilatation 

PITUITARY  GLAND 

EYE 

HARDERIAN  GLAND 

Inf laranat Ion,  chronic 

RIB 

STERNUM  (WITH  MARROW) 


0436  0437  0438  0439  044  0  044  1  0442  0443  0444  0445 

NN  NN  NNNN 

(1)  “  -  <2>  - 

NNNNNNNNNN 

NNNNNNNNNN 

NNNNNNNNNN 

NNNNNNNNNN 

NNNNNNNNNN 


<2> 


N  N 


NNNN 


N  N  N 


NNNN 


N  N  N  N  N  N 


NNNN 


NNNN 


N  N 


N  N  N  N  N  N  N 


O)  - 


NNNNNNNN 


NNNNNNNN 


See  Reports  Code  Table  for  Syitfeol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 


STUDY  ID  :  SMI 52  STUDY  NUMBER:  SM152 

FATE:  ALL  GROUP:  2:  0.5  mg  baseAg/day  Dose  Level 

SEX:  FEMALE 


ANIMAL  ID:  0476 

ADRENAL  GLAND 

Hypertrophy,  zona  gloroeculosa  - 

Hypertrophy,  zona  reticularis  <1> 

SPLEEN 

Erythropolesls  1 

Plgnentat  Ion  1 

LUNG 

Hemorrhage  - 

Inf lamnat Ion,  chronic,  perivascular  <1> 

KIDNEY 

Mineralization 

Inflammation,  chronic  <1> 

Nephropathy  (1) 

MAMMARY  GLAND 
Cyst,  milk 

Hyperplasia,  acinar  - 

UTERUS  N 

Dilatation  - 

STERNUM  (WITH  MARROW)  N 

Hyperplasia,  bone  marrow  - 

BONE 

Fracture,  healed  - 


0477  0478  0479  0480  0481  0482  0483  0484  0485 

N  N  N  N  N  N  N 

(1)  ----- 
------  O)- 


2 

2 

2 

1 

2 

2 

1 

2 

2 

2 

1 

2 

2 

2 

2 

3 

2 

2 

<1> 

<1> 

N 

(2) 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

(1) 

<1> 

_ 

_ 

<1> 

<1> 

<1> 

O) 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

(1) 

<1> 

<1> 

<1> 

• 

• 

<1> 

<1> 

— 

— 

_ 

<3> 

• 

_ 

_ 

- 

- 

- 

- 

(2) 

- 

- 

- 

- 

N 

N 

N 

11 

31 

21 

N 

11 

21 

N 

N 

N 

N 

N 

1 

1 

N 

N 

P 

See  Reports  Code  Table  for  Synfcol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

m 

STUDY  ID  :  SN152 

STUDY  NICER:  SN152 

FATE:  ALL 

GROUP:  2: 

0.5  ng  baseAg/day  Dose  Level 

SEX:  FEMALE 

ANIMAL  ID: 

0466 

0487 

0488 

0489 

0490 

0491 

0492 

0493 

0494 

0495 

ADRENAL  GLAND 

N 

N 

N 

N 

Pigaentat  ion,  zona  reticularis 

- 

- 

1 

- 

- 

- 

- 

- 

- 

- 

Congest  ion 

- 

- 

1 

- 

1 

- 

- 

- 

- 

1 

Hypertrophy,  zona  reticularis 

- 

<1> 

- 

<1> 

<1> 

- 

- 

- 

- 

- 

Cyst,  blood 

• 

— 

• 

— 

- 

— 

(2)L 

- 

- 

- 

SPLEEN 

Ery  t  hr  opo  1  es  1  s 

- 

- 

- 

- 

1 

- 

- 

- 

- 

- 

Pignentat  ion 

2 

2 

1 

2 

2 

2 

2 

1 

2 

3 

Congestion 

- 

- 

- 

- 

1 

- 

- 

- 

- 

- 

Cyst,  serosa 

- 

- 

— 

<2> 

— 

— 

— 

LUNG 

N 

Hemorrhage 

<1> 

<1> 

<1> 

- 

<2> 

- 

<1> 

O) 

- 

- 

Inf l ansa t ion,  chronic,  perivascular 

<1> 

<1> 

<1> 

<1> 

<1> 

— 

(1) 

<1> 

<1> 

<1> 

KIDNEY 

Mineral izat ion 

- 

- 

<1> 

<1> 

- 

- 

- 

<1> 

- 

- 

Inf lammat ion,  chronic 

<1> 

<1> 

<1> 

- 

<1> 

<1> 

<1> 

- 

<1> 

<1> 

Nephropathy 

- 

(1) 

- 

- 

- 

<1> 

- 

- 

(1) 

<2> 

Cyst 

— 

— 

— 

— 

— 

<2> 

— 

— 

— 

- 

MAM4ARY  GLAM) 

Cyst,  milk 

- 

- 

- 

- 

<4> 

- 

- 

- 

- 

- 

OVARY 

Atrophy 

- 

- 

- 

- 

— 

4L 

- 

- 

- 

- 

UTERUS 

N 

N 

N 

N 

N 

N 

N 

Di latat ion 

- 

11 

- 

21 

- 

21 

— 

- 

- 

- 

PITUITARY  GLAND 

N 

N 

STERNUM  (WITH  HARROW) 

N 

N 

N 

N 

N 

N 

N 

N 

Hyperplasia,  bone  marrow 

1 

1 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 


STUDY  ID  :  SM152  STUDY  NLW8ER  SN1S2 

FATE:  ALL  GROUP:  3:  2.0  mg  baseAg/dsy  Dom*  Lavel 

SEX:  FEMALE 


AX I HAL  ID: 

0526 

0527 

0528 

0529 

0530 

0531 

0532 

0533 

0534 

0535 

ADRENAL  GLAND 

N 

H 

N 

N 

N 

N 

Ply nt«t Ion,  zona  reticularis 

- 

- 

- 

- 

- 

- 

1 

1 

- 

- 

Congest  Ion 

- 

- 

- 

- 

- 

1 

2 

1 

- 

- 

Hypertrophy,  zona  reticularis 

— 

• 

<1> 

— 

<1> 

LIVER 

Hepatodlaphragsat Ic  nodule 

- 

- 

- 

- 

- 

P 

- 

- 

- 

- 

SPLEEN 

Erythropoles  Is 

2 

3 

3 

2 

1 

2 

1 

2 

2 

3 

Pigneutat  ion 

2 

2 

- 

1 

2 

2 

2 

- 

2 

2 

Congestion 

• 

• 

— 

1 

- 

— 

LUNG 

Inf  lamsat  ion,  chronic,  Interst 1 1 lum 

<2> 

<3> 

<2> 

<2> 

<2> 

<2> 

<2> 

<2> 

<2> 

<2> 

hemorrhage 

<1> 

- 

<1> 

- 

<1> 

<1> 

<1> 

(1) 

- 

- 

Inf  lasaoat  Ion,  chronic,  per  1  vascular 

<2> 

<1> 

<2> 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

Acojaulat  Ion,  foamy  macrophage 

<3> 

<3> 

<3> 

<3> 

<2> 

<2> 

<3> 

<2> 

<3> 

<3> 

KIDNEY 

N 

Mineral izat Ion 

<1> 

<2> 

O) 

O) 

O) 

- 

- 

<2> 

- 

- 

Inf  la— lat  Ion,  chronic 

<1> 

- 

- 

CO 

<1> 

<1> 

<1> 

<1> 

- 

<1> 

Nephropathy 

<1> 

- 

(1> 

- 

- 

<2> 

<1> 

(1) 

- 

- 

Plgnentation,  cortex 

1 

1 

— 

1 

— 

— 

— 

1 

— 

— 

UTERUS 

N 

N 

N 

N 

N 

N 

N 

N 

Dilatat ion 

11 

- 

- 

- 

- 

- 

- 

21 

- 

- 

STERNUM  (WITH  MARROW) 

N 

N 

N 

N 

N 

N 

Hyperplasia,  bone  marrow 

- 

2 

1 

- 

1 

- 

- 

- 

- 

1 

See  Reports  Code  Table  for  Symbol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

STUDY  ID  :  SN152 

STUDY  NLMBER:  SN152 

FATE:  ALL 

GROUP:  3: 

2.0  ng  base/kg/day  Dose  Level 

SEX:  FEMALE 

ANIMAL  ID: 

0536 

0537 

0533 

0539 

0540 

0541 

0542 

0543 

0544 

0545 

BRAIN 

N 

ADRENAL  GLAND 

N 

N 

N 

Hypertrophy,  zona  glomerulosa 

- 

- 

<1> 

- 

- 

- 

<1> 

<1> 

- 

- 

Congest  ion 

- 

1 

- 

- 

1 

- 

- 

1 

1 

- 

Hypertrophy,  zona  reticularis 

(1) 

1 

— 

— 

- 

<1> 

- 

SPLEEN 

Erythropoiesis 

- 

- 

1 

1 

- 

- 

- 

1 

- 

1 

Pigaentat  ion 

2 

3 

2 

2 

2 

2 

2 

3 

1 

2 

LUNG 

Inf  la— nat  ion,  chronic,  interstit iura 

<1> 

<1> 

<2> 

<2> 

<2> 

<2> 

<1> 

<2> 

<2> 

<2> 

Hemorrhage 

(2) 

- 

<1> 

- 

- 

- 

- 

<1> 

- 

- 

Congest  ion 

1 

Inf  la-sat  ion,  chronic,  perivascular 

(1) 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

<i> 

<2> 

Accumulation,  foamy  macrophage 

<2> 

<2> 

<1> 

<3> 

<2> 

<2> 

<2> 

<3> 

<2> 

<3> 

KIDNEY 

Mineral izat ion 

- 

<1> 

(1) 

- 

- 

<1> 

- 

- 

- 

(1) 

Inf  la— sat  ion,  chronic 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

(1) 

Nephropathy 

(D 

- 

(1) 

- 

<1> 

- 

<1> 

<1> 

- 

<1> 

Hyckronephroc  i  s 

- 

- 

- 

31 

- 

- 

- 

- 

- 

- 

Pyelonephritis 

- 

- 

- 

11 

- 

- 

- 

- 

- 

- 

Hyperplasia,  pelvic  epithellun 

- 

- 

- 

[2] 

- 

- 

- 

- 

- 

- 

Pigmentation,  oortex 

— 

1 

“ 

— 

— 

“ 

1 

- 

1 

UTERUS 

N 

N 

N 

N 

N 

N 

Di latat ion 

- 

21 

- 

21 

11 

31 

- 

- 

- 

- 

PITUITARY  GLAND 

N 

STERNUM  (WITH  MARROW) 

N 

N 

N 

N 

N 

N 

N 

Hyperplasia,  bone  marrow 

1 

1 

1 

See  Reports  Code  Table  for  Symbol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED 

ANIMAL  DATA 

STUDY  ID  :  SN152 

STUDY 

HLMBER:  SN152 

FATE:  ALL 

GROUP:  4: 

9.0  ng  baseAg/day  Dose  Level 

SEX:  FEMALE 

AM I HAL  ID: 

0576 

0577  0578 

0579 

0580 

0581 

0582 

0583 

058* 

0585 

BRAIN 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

THYMUS 

N 

N 

N 

N 

N 

Heaiorrhage 

<1> 

- 

- 

<1> 

- 

- 

<1> 

<2> 

- 

- 

Depletion,  lywphoid 

- 

— 

- 

2 

— 

2 

- 

- 

- 

- 

SALIVARY  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PANCREAS 

N 

N 

N 

N 

N 

Inf l asms t  ion,  chronic 

- 

- 

- 

(D 

- 

O) 

<1> 

- 

- 

<1> 

Atrophy,  acinar 

— 

- 

— 

— 

<1> 

- 

— 

- 

- 

- 

ADRENAL  GLAND 

N 

Plcpwotat  ion,  zona  reticularis 

1 

- 

2 

2 

3 

2 

- 

1 

1 

2 

Congestion 

- 

1 

3 

1 

2 

1 

- 

2 

1 

3 

Hypertrophy,  zona  reticularis 

— 

*“ 

— 

“ 

— 

(1) 

*“ 

— 

— 

- 

SPINAL  CORD  (THORACIC) 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

DIAPHRAGM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inflammation,  chronic 

- 

- 

- 

(D 

- 

- 

- 

- 

- 

- 

ESOPHAGUS 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Inflammation,  chronic.  Muscle 

- 

- 

- 

- 

- 

(1) 

- 

- 

- 

- 

TRACHEA 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

THYROID  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PARATHYROID  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

TONGUE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

HEART 

N 

N 

N 

N 

N 

N 

N 

N 

N 

See  Reports  Code  Table  for  Syebol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

STUDY  ID  :  SMI 52 

STUDY  NUMBER:  SN152 

FATE:  ALL 

GROUP:  A: 

9.0  mg  baseAg/day  Dose  Level 

SEX:  FEMALE 

AM I HAL  ID: 

0576 

0577 

0578 

0579 

0580 

0581 

0582 

0583 

058* 

0585 

HEART 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Cardiomyopathy 

- 

- 

- 

1 

- 

- 

- 

- 

- 

- 

DUOOENLH 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

COLON 

N 

N 

N 

N 

N 

N 

N 

N 

Metazoan  parasite,  luacn 

— 

“ 

“ 

“ 

P 

- 

- 

P 

- 

STOMACH 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Dilatation,  crypt  glands 

- 

- 

- 

<1> 

- 

- 

- 

- 

- 

LIVER 

N 

N 

N 

N 

N 

Inf  lasmat  Ion,  chronic 

- 

<1> 

- 

- 

O) 

<1> 

<1> 

- 

<1> 

- 

SPLEEN 

Ery  t  hropo  1  es  1  s 

2 

2 

- 

- 

1 

2 

1 

- 

2 

1 

Plgaentat Ion 

3 

2 

1 

- 

1 

2 

1 

1 

1 

1 

Congest  Ion 

— 

~ 

2 

1 

1 

1 

1 

2 

2 

JEJUNUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

LUNG 

Inf  lamsat  Ion,  chronic,  Interst  1 1  lisa 

<3> 

<2> 

<2> 

<2> 

<3> 

<3> 

<2> 

<2> 

<2> 

<3> 

Hemorrhage 

<3> 

<3> 

<3> 

<3> 

<2> 

<2> 

<2> 

<3> 

<*> 

<3> 

Inf  lasasat  Ion,  chronic,  per  i vascular 

<1> 

<2> 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

<1> 

Acci—ilat  Ion,  foamy  macrophage 

<3> 

<3> 

<*> 

<2> 

<3> 

<3> 

<2> 

<2> 

<2> 

<2> 

KIDNEY 

Mineral Izat Ion 

(D 

- 

- 

- 

<2> 

- 

- 

- 

- 

<1> 

Inflammation,  chronic 

(1) 

- 

<1> 

- 

- 

<1> 

- 

<1> 

<1> 

<1> 

Nephropathy 

- 

(1) 

- 

<1> 

- 

(1) 

<1> 

- 

- 

- 

Hycfr-onephroel  s 

- 

- 

2L 

- 

- 

- 

- 

- 

- 

- 

Pigment  at  Ion,  cortex 

2 

1 

1 

2 

2 

1 

1 

2 

1 

2 

URINARY  BLADDER 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

See  Reports  Code  Table  for  Syufcol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 


STUDY  ID  :  SM152 
FATE:  ALL 

ANIMAL  ID: 

SKIN 

MAmARY  GLAND 

ILEUM 

CECLfi 

LYMPH  NOOE,  JCSENTERIC 
SKELETAL  MUSCLE 

SCIATIC  NERVE 

OVARY 

UTERUS 

D1 latat Ion 

PITUITARY  GLAND 

EYE 

HARDER  I  AN  GLAND 

Inf  laavaat  ion ,  chronic 

RIB 

STERNLM  (WITH  HARROW) 

Hyperplasia,  bona  marrow 
Granulopoiesis 


STUDY  NUMBER :  SN152 
GROUP:  A:  9.0  mg  bas«/kg/day  Dos#  Laval 

SEX:  FEMALE 


0576  0577  0578  0579  0580  0581  0582  0583  058*  0585 


N  N  N  N 


N 


N  N  N  N  N 


N  N  N  N 


N 


N  N  N  N  N 


N  N  N  N 


N 


N  N  N  N  N 


N  N  N  N 


N  N 


N  N  N  N 


N  N  N  N 


N 


N  N  N  N  N 


N 


N  N  N 


N  N 


N 


N  N  N  N 


N 


N  N  N  N  N 


N 


N  N  N  N  N 

<2>  -  -  (1)  -  (1)  <2>  - 


2  1 


1 


See  Reports  Code  Table  for  Systool  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED 

ANIMAL  DATA 

STUDY  ID  :  SN152 

STUDY  NUMBER: 

SHI  52 

FATE:  ALL 

GROUP:  a: 

9.0  mg  baseAa^day  Dose 

Level 

SEX: 

FEMALE 

ANIMAL  ID: 

0586 

0587  0588 

0589 

0590 

0591 

0592 

0593 

0594 

0595 

GRAIN 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

THYMUS 

N 

N 

N 

N 

N 

Hemorrhage 

— 

<1> 

— 

— 

<1> 

<2> 

<1> 

<2> 

SALIVARY  GLAND 

PANCREAS 

N 

N 

N 

N 

N 

N 

N 

Inf  la— set  Ion,  chronic 

- 

- 

- 

- 

- 

- 

(D 

- 

<1> 

- 

Atrophy,  acinar 

- 

— 

— 

<1> 

- 

- 

(1) 

- 

ADRENAL  GLAND 

Pigmentation,  zona  reticularis 

3 

1 

1 

3 

2 

1 

1 

1 

1 

3 

Congest  Ion 

3 

1 

1 

2 

1 

2 

2 

1 

1 

2 

SPINAL  CORD  (THORACIC) 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

DIAPHRAGM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

Acfieslon,  liver 

- 

- 

— 

— 

- 

(2) 

- 

- 

- 

- 

ESOPHAGUS 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

TRACHEA 

N 

N 

N 

N 

N 

N 

N 

Inf  la— oat  Ion,  chronic 

- 

— 

— 

O) 

— 

- 

O) 

- 

- 

(1) 

THYROID  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

PARATHYROID  GLAND 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

TONGUE 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

HEART 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

DUODENUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

COLON 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

See  Reports  Code  Table  for  Symbol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

STUDY  ID  :  SN152 

STUDY  NUMBER:  SMI 52 

FATE:  ALL 

CROUP:  4: 

9.0  mg 

baseA^/day  Dose  Level 

SEX:  FEMALE 

AM I HAL  ID: 

0586 

0587 

0588 

0589 

0590 

0591 

0592 

0593 

0594 

0595 

STOMACH 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

LIVB* 

N 

N 

N 

N 

N 

Inf  la— sat  Ion,  chronic 

- 

CD 

<1> 

<1> 

- 

<1> 

- 

- 

- 

- 

Focus,  vacuolated  cell 

- 

- 

- 

- 

(D 

- 

- 

- 

- 

- 

SPUEEM 

Erythropoles  Is 

- 

- 

- 

1 

- 

- 

- 

- 

- 

- 

Plgaentat  Ion 

2 

2 

1 

1 

- 

1 

1 

1 

- 

2 

Congest  Ion 

2 

3 

3 

2 

2 

2 

2 

1 

1 

1 

Hyperplasia,  reticuloendothelial  cell 

2 

- 

JEJUNUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

LUNG 

Inf  laMaatlon,  chronic,  Interst  It  lun 

<3> 

<3> 

<2> 

<3> 

<2> 

<2> 

<2> 

<2> 

<2> 

<3> 

Hemorrhage 

<2> 

<3> 

<2> 

<2> 

<3> 

<3> 

<2> 

<S> 

<3> 

<1> 

Inf  l  ansa  t  Ion,  chronic,  perivascular 

<1> 

<2> 

- 

<1> 

<1> 

- 

<1> 

<1> 

<1> 

<1> 

Accusulat  Ion,  foamy  macrophage 

<2> 

<2> 

<2> 

<3> 

<2> 

<2> 

<2> 

<2> 

<2> 

<2> 

KIDNEY 

Mineral  Izat  Ion 

- 

(1) 

- 

- 

- 

- 

- 

CD 

- 

- 

Inf laaasat Ion,  chronic 

- 

(D 

<1> 

<1> 

<1> 

- 

<1> 

CD 

- 

<1> 

Nephropathy 

<2> 

- 

- 

<1> 

- 

- 

- 

- 

- 

- 

Plgseotat Ion,  cortex 

2 

2 

2 

2 

2 

2 

2 

i 

1 

1 

Cyst 

— 

— 

— 

— 

“ 

“ 

(2) 

— 

— 

- 

URINARY  BLADDER 

SKIN 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

MAmARY  GLAND 

ILEUM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

CECLM 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


TABULATED  ANIMAL  DATA 

STUDY  ID  :  SN152 

STUDY  NUMBER:  SN152 

FATE:  ALL 

GROUP:  A:  9,0  ng  baseAft/day  Dose  Level 

SEX:  FEMALE 

ANIMAL  10:  0566  0587  0588  0589  0590  0591  0592  0593  0594  0595 


LYMPH  NODE,  HESENTERIC 
SKELETAL  MJSCLE 

SCIATIC  ICRVE 

OVARY 

UTERUS 

D1 latat Ion 

PITUITARY  GLAND 

EYE 

HARDER I AN  GLAND 

RIB 

STERNLM  (WITH  HARROW) 

Hyperplasia,  bone  narrow 


N  N 

N  N 

N  N 

N  N 

N  N 

N  N 

N  N 

N  N 

H  H 

N  N 


N  N 

N  N 

N  N 

N  N 

H 

31 

N  N 

N  N 

N  N 

N  N 

1  1 


N  N 

N  N 

N  N 

N  N 

1  31 

N  N 

N  N 

N  N 

N  N 

N  N 


N  N 

N  N 

N  N 

N  N 

N 

21 

N  N 

N  N 

N  N 

N  N 

N 

1 


N  N 

N  H 

N  N 

N  N 

AI  II 

N  N 

N  N 

N  N 

N  N 

N 

1 


See  Reports  Code  Table  for  Sywbol  Definitions 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 


TOXICOLOGY  RESEARCH 

LABORATORY  STUDY  NUMBER  152 

CORRELATION 

OF  GROSS  &  MICRO 

STUDY  ID  :  SN152 

FATE:  ALL 

STUDY  NUMBER:  SN152 

GROUP:  1:  0  mg  base/kg/day  Dose  Level 

SEX:  MALE 

Animal  ID:  0*0 2 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LYMPH  NOOE,  MANDIBULAR  -  ENLARGED,  10  W  X  6  MM, 

SINGLE,  DARK 

Related  Hi stopathology : 

LYMPH  NODE,  MANDIBULAR  -  Hyperplasia,  lymphoid; 

LYMPH  NOOE,  MANDIBULAR  -  Acctmulat  ion,  plasma  cell 

Animal  ID:  0*0 7 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LIVER  -  MEDIAN  LOBE,  NODULE,  10  X  12  X  *  m 

Related  Hi stopathology: 

LIVER  -  Hepatodiaphragnat  ic  nodule 

Animal  ID:  0*10 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

►ESENTERY  -  NODULE,  6  X  *  X  3  Mi,  YELLOW 

Related  H i stopathology : 

MESENTERY  -  Necrosis,  fat 

LIVER  -  BILATERAL,  PIGMENTATION,  PALE 

LIVER  -  No  corresponding  lesion 

Animal  ID:  0*12 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  FOCUS,  1  X  1  MM,  RED,  MULTIPLE 

Related  H i stopathology : 

LUNG  -  No  corresponding  lesion 

Animal  ID:  0*17 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

TESTES  -  RIGHT,  PIGMENTATION,  PURPLE 

Related  Hi  stopathology: 

TESTES  -  Arrested  spermatogenesis 

URINARY  BLADOER  -  LACERATION,  10  X  *  MM 

URINARY  BLADOER  -  No  corresponding  lesion 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OP  GROSS  &  MICRO 


STUDY  ID  :  SMI 52  STUDY  NLMBER :  SN152 

FATE:  ALL  GROUP:  1:  0  mg  baseAg/day  Dose  Level 

SEX:  MALE 


Aninal  ID:  (K17 

AdimI  Fate:  Scheduled  sacrifice 
Reference  to  Necropsy  Record: 

EPIDIDYMIS  -  RIGHT,  PIGMENTATION,  OPAQUE 
KIDNEY  -  LEFT,  PIOCNTATION,  MOTTLED 
KIDNEY  -  RIGHT,  PIGMENTATION ,  MOTTLED 


Related  H i stopa t ho Logy: 

EPIDIDYMIS  -  Oligospermia 
KIDNEY  -  No  corresponding  lesion 
KIDNEY  -  No  corresponding  lesion 


LUNG  -  BILATERAL,  PIGMENTATION,  PURPLE,  RED  LUNG  -  No  corresponding  lesion 

LUNG  -  LEFT,  NODULE,  2  X  2  MM,  MULTIPLE,  WHITE  LUNG  -  No  corresponding  lesion 


Animal  ID:  0419 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H 1  s  tops  t  ho  logy: 

LUNG  -  BILATERAL,  PIGMENTATION,  PURPLE,  PALE,  RED,  LUNG  -  Congestion 

PINK 


Animal  ID:  0420 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H istopa thology : 

LUNG  -  BILATERAL,  PIGMENT  A I  ON,  PLRPLE,  RED  LUNG  -  No  corresponding  lesion 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION 

OF  GROSS  &  MICRO 

STUDY  ID  :  SN152 

FATE:  ALL 

STUDY  NUMBER:  SN152 

GROUP:  2:  0.5  mg  base/ks/<*ay  Dose  Level 

SEX:  KALE 

AnlMl  ID:  0452 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LYMPH  NODE,  MANDIBULAR  -  ENLARGED,  MULTIPLE 

Related  Hlstopathology: 

LYMPH  NODE,  MANDIBULAR  -  Hyperplasia,  lyophold; 

LYMPH  NODE,  MANDIBULAR  -  Accumulation,  plasma  cell 

Animal  ID:  0455 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED 

Related  Hlstopathology: 

LUNG  -  Inf  lamia t  Ion,  chronic,  Intecst Jtiun 

Animal  ID:  0457 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

IRINARY  BLADDER  -  LACERATION,  4  X  10  m 

Related  Hlstopathology: 

URINARY  BLADOER  -  No  corresponding  lesion 

LIVER  -  PIGMENTATION,  MOTTLED 

LIVER  -  No  corresponding  lesion 

KIDNEY  -  BILATERAL,  PIGMENTATION,  MOTTLED 

KIDNEY  -  Nephropathy 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED 

LUNG  -  No  corresponding  lesion 

Animal  ID:  0459 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

URINARY  BLADDER  -  LACERATION,  4  X  1 0  Ml 

Related  Hlstopathology: 

URINARY  BLADDER  -  No  corresponding  lesion 

LIVER  -  PIGMENTATION,  PALE 

LIVER  -  No  corresponding  lesion 

LUNG  -  BILATERAL,  PIGMENTATION,  PALE 

LUNG  -  No  corresponding  lesion 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SN152  STUDY  KLM8ER:  SKI 52 

FATE:  ALL  GROUP:  2:  0.5  mg  baseAfl/day  Dom  Level 

SEX:  HALE 


Animal  ID:  0461 

Animal  Fata:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  RED,  PURPLE  LUNG  -  Congestion 


Animal  ID:  0463 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

SPLEEN  -  CYST,  4X2X2  W,  CLEAR  SPLEEN  -  Cyst,  serosa 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  RED,  DARK  LUNG  -  No  corresponding  lesion 

RED 


Animal  ID:  0466 

Animal  Fate:  Scheduled  sacrifice 

Related  Histopathology: 

URINARY  BLADOER  -  Semen  plug 


Reference  to  Necropsy  Record: 

LRINARY  BLADOER  -  HASS,  2  X  1  X  4  m,  WHITE 


Animal  ID:  0467 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 
SPLEEN  -  SMALL ,  40  Ml  X  10  m 


Related  Histopathology: 

SPLEEN  -  No  corresponding  lesion 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SN152  STUDY  NUMBER:  SM1S2 

FATE:  ALL  GROUP:  3:  2.0  mg  baseAg /day  Dom  Livcl 

SEX:  HALE 


Animal  ID:  0501 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histcpathology : 

hESENTERY  -  NODULE,  10  X  5  X  3  m,  YELLOW,  SINGLE  fESENTERY  -  Necrosis,  fat 

LUNG  -  NODULE,  4X2X2  MH,  WHITE  LUNG  -  Accumulation,  foaoy  macrophage 


Animal  ID:  0502 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  FOCUS,  MULTIPLE,  WHITE  LUNG  -  Accumulation,  foamy  macrophage 


Animal  ID:  0503 

Animal  Fate:  Scheduled  sacrifice 

Related  Histopathology: 

LUNG  -  Accunulat Ion,  foamy  macrophage 


Reference  to  Necropsy  Record: 
LUNG  -  FOCUS,  2X2  W,  MULTIPLE 


Animal  ID:  0504 

Animal  Fate:  Scheduled  sacrifice 


Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  PIGhENTATION,  MOTTLED,  RED,  WHITE  LUNG  -  Accumulation,  foamy  macrophage 


Animal  ID:  0505 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  FOCUS,  1  X  1  MM,  MULTIPLE,  WHITE  LUNG  -  Accumulation,  fomry  macrophage 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  .*  SM152  STUDY  NUMBER:  SMI 52 

FATE:  ALL  GROUP:  3:  2.0  Rg  baseAg/day  Dose  Level 

SEX:  MALE 


Ant  Ml  ID:  0506 

Ant ««l  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

ADRENAL  GLAND  -  BILATERAL,  PIGMENTATION,  PALE 

LUNG  -  BILATERAL,  FOCUS,  1  X  1  m,  RED,  MULTIPLE 

LUNG  -  BILATERAL,  PIGMENTATION,  PALE,  RED,  TAN 
LUNG  -  LEFT,  NODULE,  2  X  3  MM,  TAN 


Related  Histopathology: 

ADRENAL  GLAND  -  No  corresponding  lesion 

LUNG  -  Accmlat ion,  foamy  macrophage;  LUNG  - 
Hemorrhage 

LUNG  -  Hemorrhage 

LUNG  -  Inf  laninat  ion,  chronic,  interst  i  t  iura 


Animal  ID:  0507 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopatholog/: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  RED,  WHITE  LUNG  -  Accunulat  ion,  foamy  macrophage;  UJNG  - 

Congest  ion 


Animal  ID:  0508 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopatholog/: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  RED,  WHITE  UJNG  -  Hemorrhage;  LUNG  -  Accumulation,  foamy 

macrophage 


Animal  ID:  0510 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopatholog/: 

LUNG  -  BILATERAL,  FOCUS,  MULTIPLE,  WHITE  LUNG  -  Acamilat  ion,  foamy  macrophage 

LIVER  -  MEDIAN  LOBE,  NOOULE,  30  X  17  X  20  MU,  RED  LIVER  -  Hepatodiaphragnat tc  nodule 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SN1S2  STUDY  NUMBER  SN152 

FATE:  ALL  GROUP:  3:  2.0  mg  baseAg/day  Dose  Level 

SEX:  MALE 


Animal  ID:  0S11 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LIVER  -  PIGMENTATION ,  MOTTLED  LIVER  -  Congestion,  centri  lobular 

LUNG  -  BILATERAL,  FOCUS,  5  X  5  Hi,  MULTIPLE,  WHITE  LUNG  -  Accuxulat  ion,  foamy  macrophage 


Animal  ID:  0512 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  NOOULE,  3  X  3  X  3  MM,  MULTIPLE,  LUNG  -  Accumulation,  foamy  macrophage 

WHITE 


Animal  ID:  0513 

Animal  Fate:  Scheduled  sacrifice 
Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  FOCUS,  1  X  1  Mi,  WHITE,  MULTIPLE 


LUNG  -  BILATERAL,  PIGMENTATION,  TAN,  RED,  PURPLE, 
PINK 


Related  Histopathology: 

LUNG  -  Accusulat  ion,  foamy  macrophage;  LUNG  - 
Inflammation,  chronic,  interstitium 

LUNG  ~  Inflammation,  chronic,  interst  i  t  iun 


Animal  ID:  0514 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  NODULE,  5  X  3  X  10  MM,  MULTIPLE,  LUNG  -  Accumulation,  foamy  macrophage 

WHITE 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY' OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION 

OF  GROSS  &  MICRO 

STLDY  ID  *.  SN152 

FATE:  ALL 

STUDY  NLMBER:  SN152 

GROUP:  3:  2.0  mg  baseAg/d ay  Dose  Level 

SEX:  MALE 

Animal  ID:  0515 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  PIQ’CNTATION,  MOTTLED,  WHITE.  RED 

Related  H Istopathology: 

LUNG  —  Accunulat ion,  foamy  macrophage; 
Hemorrhage 

LLNG  - 

Animal  ID:  0516 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  FOCUS,  MULTIPLE,  WHITE 

Related  H istopathology : 

LUNG  -  Accunulat  Ion,  foamy  macrophage 

Animal  ID:  0518 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  PI  GHENT  AT  ION ,  MOTTLED,  RED,  WHITE 

Related  H istopathology: 

LUNG  -  Accunulat  ion,  foamy  macrophage 

Animal  ID:  0519 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  FOCUS,  2  X  2  Hi,  WHITE,  MULTIPLE 

Related  H istopathology: 

LUNG  -  Accunulat  ion,  foamy  macrophage 

Animal  ID:  0520 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED 

Related  H istopathology: 

LUNG  *  Accumulation,  foamy  macrophage 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SN152 
FATE:  ALL 


STUDY  NUMBER:  SN152 
GROUP:  4:  9.0  mg  baseAg /day  Dose  Level 

sex:  hale 


Animal  10:  0551 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Hlstopathology: 

LIVER  -  LESION,  MOTTLED  LIVER  -  Necrosis,  coagulation;  LIVER  -  Apoptosis, 

centri  lobular 


LUNG  -  BILATERAL,  FOCUS,  WHITE,  MULTIPLE 


LUNG  -  Inf  lanrnat  Ion,  chronic,  Interst  1 1  Ilto;  LUNG  - 
Accunulat  Ion,  foamy  macrophage 


LUNG  -  BILATERAL,  PIQCNTATION ,  PURPLE,  RED 


LUNG  -  Hemorrhage 


Animal  ID:  0552 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Hlstopathology: 

SPLEEN  -  ENLARGED  SPLEEN  -  Congestion;  SPLEEN  -  Hyperplasia, 

Reticuloendothelial  cell 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  RED,  WHITE  LUNG  -  Inf  lannat ion,  chronic,  interst  1 1 Ilm;  LUNG  - 

Accunulat  Ion,  foamy  macrophage 


Animal  ID:  0553 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  FOCUS,  TAN,  MULTIPLE 

LUNG  “  BILATERAL,  PIGMENTATION,  PURPLE 


Related  Hlstopathology: 

LUNG  -  Inflammation,  chronic,  Interst 1 t Jus 

LUNG  -  No  corresponding  lesion 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  NUMBER:  SN152 
GROUP:  4:  9.0  ®g  baseAg/day  Doc*  Level 

SEX:  KALE 


STUDY  ID  :  SN152 
FATE:  ALL 


Artful  ID:  0554 

Artful  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H  f stopathology: 

LUNG  -  BILATERAL,  PIGMENTATION ,  MOTTLED  LUNG  -  Inflammat  foo,  chronic,  t  nterst  f  t  lira;  LUNG  - 

Acctmlat  foo,  foamy  macrophage 


Anful  ID:  0555 

Anful  Fate:  Scheduled  saertffee 

Reference  to  Necropsy  Record:  Related  Hi  stopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  RED,  WHITE  LUNG  -  Inf  l anna t  ion,  chronic,  i nterst  it  iun;  LUNG  - 

Accunjlat  ion,  foamy  macrophage 


Anful  ID:  0556 

Anful  Fate:  Scheduled  saerfffee 

Reference  to  Necropsy  Record:  Related  H i stopathology: 

LUNG  -  BILATERAL,  FOCUS,  MULTIPLE,  WHITE  LUNG  -  Inf  lamnat  ion,  chronic,  tnterst  it  lum;  LUNG  - 

Accuiulat  ion,  foamy  macrophage 


Anful  ID:  0557 

Anful  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

SPLEEN  -  ENLARGED 

LUNG  ~  BILATERAL,  PIGMENTATION,  MOTTLED,  WHITE,  RED 


Related  Hi  stopathology : 

SPLEEN  -  Congestion 

LUNG  -  Inflammation,  chronic,  interst i t fun;  LUNG  - 
Hemorrhage;  LUNG  -  Acajou l at  ton,  foamy  macrophage 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR2 38605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OP  GROSS  &  MICRO 


STUDY  ID  :  SHI 52  STUDY  NUffiER:  SHI 52 

FATE:  ALL  GROUP:  A:  9.0  mg  base/kg/day  Dose  Level 

SEX:  MALE 


Animal  10:  0558 
Animal  Fate:  Found  dead 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  FOCUS,  WHITE,  MULTIPLE  LUNG  -  Inf  Lanina  t  ton,  chronic,  interst  1 1  tun 


Animal  10:  0559 

Animal  Fate:  Scheduled  sacrifice 


Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  PIGMENTATION,  TAN,  PURPLE,  RED 

LUNG  -  BILATERAL,  FOCUS,  10  X  12  MM,  TAN,  MULTIPLE 
SPLEEN  -  ENLARGED,  50  X  15  X  5  MM 


Related  Hlstcpathology: 

LUNG  -  Hemorrhage;  LUNG  -  Accumulat  ion,  foamy 

macrophage 

LUNG  -  Inf lanrnat ion,  chronic,  Interst i t lun 
SPLEEN  -  Congestion 


Animal  10:  0560 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  FOCUS,  10  X  5  MM,  WHITE,  MULTIPLE  LUNG  -  Inflammation,  chronic,  interst  1 1  iu«;  LUNG  - 

Accumulation,  foamy  macrophage 


Animal  10:  0561 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

URINARY  BLADDER  -  LACERATION,  4  X  10  MM  URINARY  BLADOER  -  No  corresponding  lesion 

LUNG  -  BILATERAL,  PIGMENTATION,  PURPLE,  RED,  TAN  LUNG  -  Hemorrhage;  LUNG  -  Accumulation,  foamy 

macrophage 

SPLEEN  -  ENLARGED,  45  X  10  X  5  MM  SPLEEN  -  Congestion 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR23  8605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SH152  STUDY  NLH8ER  SMI 52 

FATE:  ALL  GROUP:  4:  9.0  mg  bas«/kg/day  Dos*  Level 

SEX:  MALE 


Animal  ID:  0562 

Animal  Fate:  Scheduled  sacrifice 

Related  Histopathology : 

LUNG  -  Inflammation,  chronic,  interst  i  t  iim;  LUNG  - 
AocLRulat  ion,  foamy  macrophage 

SPLEEN  -  ENLARGED  SPLEEN  -  Congestion 

LIVER  -  LEFT  LATERAL  L08E,  ENLARGED  LIVER  -  No  corresponding  lesion 

KIDNEY  -  RIGHT,  ENLARGED  KIDNEY  -  No  correspond ing  lesion 


Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  FOCUS,  MULTIPLE,  WHITE 


Animal  10:  0563 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  FOCUS,  5  X  8  Ni  -  10  X  10  MM,  TAN,  LUNG  -  Hemorrhage;  LUNG  -  Accumulation,  fowy 
MULTIPLE  macrophage 

LUNG  -  BILATERAL,  NODULE,  1X2W-3X5MH,  LUNG  -  Inflammation,  chronic,  interst it iua 

MULTIPLE 


Animal  10:  0564 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

KIDNEY  -  BILATERAL,  PIGMENTATION,  MOTTLED 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED 


SPLEEN  -  ENLARGED,  50  X  15  X  5  MM 


Related  Histopathology: 

KIDNEY  -  No  corresponding  lesion 

LUNG  -  Inf  lansnat  ion,  chronic,  interst  1 1  icn;  LUNG  - 
Hemorrhage;  LUNG  *  Accunjlat  ion,  foamy  macrophage 

SPLEEN  -  Congest  ion 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION 

OF  GROSS  &  MICRO 

STUDY  ID  :  SMI 52 

FATE:  ALL 

STUDY  NUMBER:  SMI 52 
GROUP:  A:  9.0  mg  baseAg/day  Dose  Level 

SEX:  MALE 

Animal  ID:  0565 

Animal  Fata:  Scheduled  sacrifice 

Reference  to  Mecropey  Record: 

SPLEEM  -  ENLARGED 

Related  Histopathology : 

SPLEEN  -  Congestion 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  RED,  WHITE 

LUNG  -  Inf  laavnat  Ion,  chronic,  Interst  1 1  Ilhi;  LUNG  - 

Accumulation,  foamy  macrophage 

Animal  ID:  0566 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

SPLEEN  -  ENLARGED 

Related  Histopathology: 

SPLEEN  -  Congestion 

THYMUS  -  SMALL 

THYMUS  -  Depletion,  lymphoid 

LUNG  -  BILATERAL,  PI GKENTATION ,  MOTTLED,  RED,  WHITE 

LUNG  -  Inflammation,  chronic.  Inters  1 1 1  1u»;  LUNG  - 
Hemorrhage;  LUNG  -  Accumulation,  foamy  macrophage 

Animal  ID:  0567 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED 

Related  Histopathology: 

LUNG  -  Inf  laovnat  Ion,  chronic,  Interst  1 1  lua 

Animal  ID:  0568 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  FOCUS,  15  X  10  X  5  MM,  MULTIPLE, 

WHITE 

Related  Histopathology: 

LUNG  -  Inflammation,  chronic,  Interst  1 1  lum;  LUNG  - 

Accivmjlat  Ion,  foamy  macrophage 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 

CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SMI 52 
FATE:  ALL 


STUDY  NLMBER:  SM152 
GROUP:  *:  9.0  mg  base/Vg/day  Dose  Level 

SEX:  MALE 


An  Inal  ID:  0569 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

KIDNEY  -  BILATERAL,  PIOHNTATION ,  MOTTLED 

LIVER  -  DEFORMITY,  MOTTLED 


LUNG  -  BILATERAL,  PIGMENTATION,  PURPLE,  PALE 


Related  Hlstopathology: 

KIDNEY  -  No  corresponding  lesion 

LIVER  -  Apoptosis,  centr  1  lobular ;  LIVER  -  Fatty 
change ,  centr  1  lobu lar 

LUNG  -  Inf  lanmat  Ion,  chronic,  Interst  1 1  lura;  LUNG  - 
Hemorrhage;  LUNG  -  Accunulat  ion,  foamy  macrophage 


Animal  ID:  0570 

Animal  Fate:  Scheduled  sacrifice 
Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  FOCUS,  1  X  1  MM,  MULTIPLE,  WHITE 


LUNG  -  BILATERAL,  NODULE,  3X5  W,  TAN 
LUNG  -  BILATERAL,  PIGMENTATION,  PALE 

SPLEEN  -  ENLARGED 


Related  Hlstopathology: 

LUNG  —  Inf  lanmat  ion,  chronic,  Interst  1 1  lua;  LUNG 
Accumulation,  foamy  macrophage 

LUNG  -  Inf  lanmat  ion,  chronic,  Interstltlu* 

LUNG  -  No  corresponding  lesion 

SPLEEN  -  Congestion 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SN152  STUDY  NUMBER:  SN152 

FATE:  ALL  GROUP:  1 :  0  mg  baseAg/day  Doc*  Level 

SEX:  FEMALE 


Animal  ID:  042 6 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H  istopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  RED,  LUNG  -  No  corresponding  lesion 

PLRPLE 


Animal  ID:  0427 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H istopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  PURPLE,  LUNG  “  No  corresponding  lesion 

RED 


Animal  ID:  042B 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  FOCUS,  1X1  Ml,  RED 

KIDNEY  -  RIGHT  PELVIS,  DILATATION 

PITUITARY  GLAND  -  ENLARGED,  5  X  5  W 


Related  H istopathology: 

LUNG  -  Hemorrhage 

KIDNEY  -  Hydronephrosis 

PITUITARY  GLAND  -  No  corresponding  lesion 


Animal  ID:  0429 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H istopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  PURPLE,  LUNG  -  Hemorrhage 

RED 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SHI 52  STUDY  NUMBER:  SHI 52 

FATE:  ALL  GROUP:  1 :  0  mg  basaAs/day  Dom  Laval 

SEX:  FEMALE 


Animal  ID:  0433 

Aniaal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology : 

MAMMARY  GLAND  -  INGUINAL,  NODULE,  10  X  7  Ml,  WHITE,  HAMMARY  GLAND  -  Cyst,  m!  Ik 

MULTIPLE 


Aniaal  ID:  0434 

Aniaal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  PIOCHTATION,  MOTTLED,  PURPLE,  LUNG  -  No  corresponding  lesion 

RED 


Aniaal  ID:  0435 

Aniaal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

FCSENTERY  -  NODULE,  10  X  7  X  3  MM,  YELLOW  MESENTERY  -  Necrosis,  fat 


Aniaal  ID:  0437 

Aniaal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

OVARY  -  BILATERAL,  PIGMENTATION,  RED,  KJLTIPLE  OVARY  -  Necrosis,  corpus  luteus 


Aniaal  ID:  0438 

Aniaal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

MAM4ARY  GLAND  -  ABDOMINAL,  NODULE,  10  X  10  MM,  MAMMARY  GLAND  -  Cyst,  wi  Ik 

WHITE,  MULTIPLE 

HAMiARY  GLAND  -  CERVICAL,  NODULE,  5  X  5  Mi,  WHITE,  MAMMARY  GLAND  -  Cyst,  ailk 

KJLTIPLE 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SN152  STUDY  MJK1ER:  SHI 52 

FATE:  ALL  GROUP:  1 :  0  mg  base/kg/day  Dose  Level 

SEX:  FEMALE 


Animal  ID:  (K38 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H istopathology : 

LUNG  -  BILATERAL,  PIGMENTATION,  PURPLE,  RED  LUNG  -  No  correspond ing  lesion 


Animal  ID:  (K39 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H istopathology: 

PITUITARY  GLAND  -  ENLARGED,  5  X  3  X  4  MM  PITUITARY  GLAND  -  No  corresponding  lesion 


Animal  ID:  (KAO 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

KIDNEY  -  BILATERAL,  PIGMENTATION,  MOTTLED 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED 


Related  Histopathology: 

KIDNEY  -  No  corresponding  lesion 

LUNG  -  No  corresponding  lesion 


Animal  ID:  (K41 

Animal  Fate:  Scheduled  sacrifice 


Reference  to  Necropsy  Record: 

MAMMARY  GLAND  -  INGUINAL,  NODULE,  8  X  10  MM,  WHITE, 
MULTIPLE 

MAMMARY  GLAND  -  CERVICAL,  NODULE,  10  X  10  X  10  MM, 
CLEAR,  SINGLE 

MAMMARY  GLAND  -  CERVICAL,  NODULE,  8  X  10  MM,  WHITE, 
MULTIPLE 

PITUITARY  GLAND  -  ENLARGED,  5  X  7  X  5  MM 
LUNG  -  81  LATERAL,  PIGMENTATION,  MOTTLED 


Related  Histopathology: 

MAMMARY  GLAND  -  Cyst,  milk 


MAMMARY  GLAND  -  Cyst,  milk 


MAMMARY  GLAND  -  Cyst,  milk 


PITUITARY  GLAND  -  No  corresponding  lesion 
LUNG  -  Hemorrhage 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SN152  STUDY  NLMBER:  SM152 

FATE:  ALL  GROUP:  1:  0  mg  base/kg/day  Dot*  Level 

SEX:  FEMALE 


Animal  ID:  0442 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H istopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  TAN,  PINK,  PURPLE  LUNG  -  Hemorrhage 


Animal  ID:  0444 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H istopathology: 

SPLEEN  -  LESION,  WHITE  SPLEEN  -  Adhesion 

KIDNEY  -  BILATERAL,  PELVIS,  DILATATION  KIDNEY  -  Hydrooephros i s 


Animal  ID:  0445 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

OVARY  -  LEFT,  SMALL,  0.5  m  X  0.5  m 


Related  H istopathology: 

OVARY  -  No  corresponding  lesion 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SN152  STUDY  NUCER:  SN1S2 

FATE:  ALL  GROUP:  2:  0.5  mg  bas«Ag/<iay  Oo—  Level 

SEX:  FEMALE 


Animal  ID:  0478 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED  LUNG  -  Hemorrhage 


Animal  ID:  0479 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histcpathology: 

LUNG  -  BILATERAL,  FOCUS,  1  X  1  MM,  RED,  MULTIPLE  LUNG  -  No  corresponding  lesion 

LUNG  *  BILATERAL,  PIGMENTATION,  MOTTLED  LUNG  -  No  corresponding  lesion 


Animal  ID:  0481 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

MAMMARY  GLAND  -  INGUINAL,  NODULE,  12  X  12  X  12  MM,  MAMMARY  GLAND  -  Cyst,  milk 

WHITE,  MULTIPLE 

KIDNEY  -  BILATERAL,  PIGMENTATION,  MOTTLED  KIDNEY  -  Nephropathy 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED  LUNG  -  Hemorrhage 


Animal  ID:  0482 

Animal  Fate:  Scheduled  sacrifice 


Reference  to  Necropsy  Record:  Related  Histopathology: 

BONE  -  TIBIA,  FRACTURE  BONE  -  Fracture,  healed 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SX152  STUDY  MJMBER:  SKI 52 

FATE:  ALL  CROUP:  2:  O.S  mg  baseAg/day  Com  Level 

SEX:  FEMALE 


Animal  ID:  0485 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H istopathology : 

LUNG  -  BILATERAL,  PIQCNTATION,  PURPLE,  RED  LUNG  -  Hemorrhage 


Animal  ID:  0436 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H istopathology: 

LUNG  -  BILATERAL,  FOCUS,  1  X  1  Ml,  RED,  MULTIPLE  LUNG  -  Hemorrhage 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED  LUNG  -  Hemorrhage 


Animal  ID:  0437 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H Istopathology: 

PITUITARY  GLAND  -  ENLARGED,  6  X  S  X  2  Mi  PITUITARY  GLAND  -  No  corresponding  lesion 


Animal  ID:  0490 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

KAMiARY  GLAM)  -  THORACIC,  NOOULE,  5  X  7  X  2  ttl, 
MULTIPLE,  WHITE 

LUNG  -  BILATERAL,  PIGfCNTATION ,  PURPLE,  RED 
PITUITARY  GLA*©  -  ENLARGED,  7  X  8  X  3  Mi 


Related  H istopathology: 

MAMMARY  GLAND  -  Cyst,  milk 

LUNG  -  Hemorrhage 

PITUITARY  GLAND  -  No  corresponding  lesion 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SMI 52  STUDY  NUMBER:  SMI 52 

FATE:  ALL  GROUP:  2:  0.5  mg  baseAs/day  Dot*  Leva l 

SEX:  FEMALE 


Animal  ID:  0491 

Animal  Fate:  Scheduled  sacrifice 

Related  Histopathology: 
OVARY  -  Atrophy 


Reference  to  Necropsy  Record: 
OVARY  -  UNILATERAL,  SMALL 


An  leal  ID:  CK92 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histcpathology: 

SPLEEN  -  CYST,  5X2  MM,  CLEAR,  MULTIPLE  SPLEEN  -  Cyst,  serosa 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  PURPLE,  LUNG  “  Hemorrhage 

RED 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SN152  STUDY  NIHBER:  SN1S2 

FATE:  ALL  GROUP:  3:  2.0  mg  base/VgA*ay  Dose  Level 

SEX:  FEMALE 


Animal  ID:  0526 

Animal  Fata:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H Istopathology : 

LUNG  -  BILATERAL,  NODULE,  3  X  3  X  3  MM,  MULTIPLE,  LUNG  -  AccuaUat  ion,  foamy  macrophage 

WHITE 


Animal  ID:  0527 

Animal  Fate:  Schediled  sacrifice 

Reference  to  Necropsy  Record:  Related  H istopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  RED,  WHITE  LUNG  -  Accunula t  Ion,  foamy  macrophage 


Animal  ID:  0528 

Animal  Fate:  SchedJled  sacrifice 

Reference  to  Necropsy  Record:  Related  H istopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  RED,  WHITE  LUNG  -  Hemorrhage;  LUNG  -  Accumulation,  foamy 

macrophage 


Animal  ID:  0529 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  MOOULE,  5  X  5  FW,  TAN,  MULTIPLE 

Related  Hi stopathology: 

LUNG  -  Accumulation,  foamy  macrophage;  LUNG  - 
Inflammation,  chronic,  interst  1 1  Inn 

Animal  ID:  0530 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  PIGMENTATION,  PALE,  PURPLE,  PINK 

Related  H istopathology: 

LUNG  -  Accvamjlat  Ion,  foamy  macrophage;  LUNG  - 
Inf  lavrmat  Ion,  chronic,  interst  1 1  lum;  LUNG  - 
Hemorrhage 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SHI 52  STUDY  NLHDER:  SHI 52 

FATE:  ALL  GROUP:  3:  2.0  mg  baseAs/day  Do «e  Level 

SEX:  FEMALE 


Animal  ID:  0530 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Mecropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  NODULE,  2  X  3  W1,  TAN,  MULTIPLE  LUNG  -  Inflammation,  chronic,  interstitiun;  LUNG  - 

Accumulat Ion,  foamy  macrophage 


Animal  ID:  0531 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  NODULE,  2  X  2  MM,  TAN,  MULTIPLE  LUNG  -  Inf  lacrmat  ion,  chronic,  interstitiun 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED  LUNG  -  Inf  lanroat  ion,  chronic,  interst  i  t  iua;  LUNG  - 

Hemorrhage 

LIVER  -  HERNIA,  15  X  25  X  10  Mi,  MOTTLED  LIVER  -  Hepatod i aphraguat ic  nodule 


Animal  ID:  0532 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  MODULE,  3  X  3  X  3  MM,  MULTIPLE,  LUNG  -  Accumulation,  foamy  macrophage;  LUNG  - 

WHITE  Inf laomat Ion,  chronic,  interstitiun 


Animal  ID:  0533 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED  LUNG  -  Accumulation,  foarry  macrophage;  LUNG  - 

Inf laomat ion,  chronic,  interstitiun 

LUNG  -  BILATERAL,  NODULE,  10  X  10  Ml,  TAN,  MULTIPLE  LUNG  -  Inf  laoxnat  ion,  chronic,  interstitiun;  LUNG  - 

Accumulation,  foamy  macrophage 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SN152  STUDY  NLMtiER  SH152 

FATE:  ALL  GROUP:  3:  2.0  mg  baseAg/day  Com  Laval 

SEX:  FEMALE 


Animal  ID:  0534 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H 1 stopathology : 

LUNG  -  BILATERAL.  PIGMENTATION,  MOTTLED,  PLRPLE,  LUNG  -  Inf  laomat  ion,  chronic,  Interst  1 1 1u«;  LUNG  - 

WHITE  Aco-nulat  Ion,  foamy  macrophage 


Animal  ID:  0535 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H 1  stopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED  LUNG  -  Accumulation,  foamy  macrophage;  LUNG  - 

Inflammation,  chronic,  Interst  1 1 lira 

LUNG  “  BILATERAL,  NODULE,  2X2  MW,  WHITE,  MULTIPLE  LUNG  -  Inf  lama t  Ion,  chronic,  Interst  1 1 1ua;  LUNG  - 

Accumulation,  foamy  macrophage 


Animal  ID:  0537 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Hlstcpathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  PURPLE,  RED,  WHITE  LUNG  -  Accmulat Ion,  foamy  macrophage;  LUNG  - 

Inflammation,  chronic,  Interstltlua 


Animal  ID:  0538 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  NODULE,  2  X  2  X  2  MW,  WHITE, 
MULTIPLE 


Related  Hlstcpathology: 

LUNG  —  Acci—ulat  Ion,  foamy  macrophage;  LUNG  - 
Inf  laomat  Ion,  chronic,  Interst  1 1  lua 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  t  SN152  STUDY  NUMBER:  SN152 

FATE:  ALL  GROUP:  3:  2.0  mg  bas*/kg/day  Doc*  Level 

SEX:  FEMALE 


An ImI  ID:  0539 

An  Inal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

KIDMEY  -  BILATERAL,  PELVIS,  DILATATION 

BRAIN  -  LEFT,  ADHESION,  5  X  6  PM 

PITUITARY  GLAND  -  ENLARGED,  5  X  A  PM 

LUNG  -  BILATERAL,  PIGMENTATION,  MULTIPLE,  WHITE 


Related  H  istcpathology: 

KIDNEY  -  Hydronephroc  1 » 

BRAIN  -  No  corresponding  lesion 

PITUITARY  GLAND  -  No  corresponding  lesion 

LUNG  “  Accumula t  Ion,  foamy  macrophage;  LUNG  - 
Inflammation,  chronic,  InterstitiLm 


Animal  ID:  OSAO 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Hlstopathology : 

LUNG  -  BILATERAL,  PIGMENTATION ,  DARK  RED,  WHITE  LUNG  -  Accumulation,  foamy  macrophage;  LUNG  - 

Inflammation,  chronic,  interstltlum 


Animal  ID:  0541 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  NODULE,  3  X  3  MM,  TAN,  HJLTIPLE  LUNG  -  Accumulation,  foamy  macrophage;  LUNG  - 

Inf  lamination,  chronic,  Interst 1 t lua 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED  LUNG  -  Inflammation,  chronic,  interst  1 1  iun;  LUNG  - 

Acajou  la  t  ion,  foamy  macrophage 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 

CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SN152  STUDY  NUMBER:  SN152 

FATE:  ALL  GROUP:  3:  2.0  mg  baseAg/day  Do*«  Level 

SEX:  FEMALE 


An  lata  l  ID:  0542 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology : 

LUNG  -  BILATERAL,  FOCUS,  2  X  2  X  2  Ml,  MULTIPLE,  LUNG  -  ActxrouLat  ion,  foamy  macrophage;  LUNG  - 

WHITE  Inf  lamnat  ion,  chronic,  interst  1 1  luni 


Animal  ID:  0543 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  NODULE,  3MIX4M1X3M1,  WHITE,  LUNG  -  Accumulat  ion,  foamy  macrophage,*  LUNG  - 
MULTIPLE  Inf  lammat  ion,  chronic,  interst  i  t  tun 


Animal  ID:  0544 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  PIGJCNTATION,  PURPLE,  TAN  LUNG  -  Accxroulat  ion,  foamy  macrophage;  LUNG  - 

Inf  lamnat  Ion,  chronic,  interst  1 1  luni 


LUNG  -  BILATERAL,  MOOULE,  2  X  3  MM,  TAN,  MULTIPLE 


LUNG  -  Inflammation,  chronic,  Interst  1 1  tun;  LUNG  - 
Accxroulat  ion,  foamy  macrophage 


Animal  ID:  0545 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology : 

LUNG  -  BILATERAL,  P I  GhENT  AT  I  ON ,  DARK  RED  LUNG  -  Congestion 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  S  MICRO 


STUDY  ID  :  SN152  STUDY  NLW8ER:  SHI 52 

FATE:  ALL  GROUP:  4:  9.0  mg  baseAg/day  Dom  Level 

SEX:  FEMALE 


Animal  10:  0576 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  PIGMENTATION ,  MOTTLED  LUNG  -  Inf  lanroat  ion,  chronic,  inters t i t itra;  LUNG  - 

Hemorrhage;  LUNG  -  Accuajlat  ion,  foamy  macrophage 


Animal  10:  0577 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  RED,  WHITE  LUNG  -  Inflammation,  chronic,  interst i t iu»;  LUNG  - 

Hemorrhage;  LUNG  -  Accumulation,  foamy  macrophage 


Animal  ID:  0578 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

KIDICY  -  RIGHT,  DILATATION  KIDNEY  -  Hydronephros i s 

LUNG  -  BILATERAL,  N00ULE,  1  X  5  MM,  WHITE,  MULTIPLE  LUNG  -  Inflammation,  chronic,  interst  i  t  iua;  LUNG  - 

Hemorrhage;  LUNG  -  Accumulation,  foamy  macrophage 


Animal  10:  0579 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

SPLEEN  -  ENLARGED 

THYMUS  -  SMALL 

LUNG  -  BILATERAL,  PlGfOTTATION,  MOTTLED,  RED,  WHITE 


Related  Histopathology: 

SPLEEN  -  Congest  ion 

THYMUS  -  Depletion,  lymphoid 

LUNG  -  Inflammation,  chronic,  interst  i  t  iun;  LUNG  - 
Hemorrhage;  LUNG  -  Accumulation,  foamy  macrophage 


LABCAT  HP4.11 


24-JUN-1996 


8)  BAR 

Page  101 

PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION 

OF  GROSS  &  MICRO 

STUDY  ID  :  SN1S2 

FATE:  ALL 

STUDY  NLHBER:  SN152 

GROUP:  4:  9.0  mg  base/k.g/day  Dose  Level 

SEX:  FEMALE 

Animal  ID:  0580 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  PlGfCNTATION,  MOTTLED 

Related  Histopathology : 

LUNG  -  Inf taninat ion,  chronic,  Intersti tlua;  LUNG  - 
Hemorrhage;  LUNG  -  Accuaulat ion,  foamy  macrophage 

Animal  ID:  0581 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

THYMJS  -  SHALL 

Related  Histopathology: 

THYMUS  -  Depletion,  lymphoid 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  PURPLE, 

RED 

LUNG  -  Inf  lanmat  ion,  chronic,  intersti  t  iim;  LUNG  - 
Hemorrhage;  LUNG  -  Accumulation,  foamy  macrophage 

Animal  ID:  0582 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LLNG  -  BILATERAL,  NODULE,  5  X  5  X  5  MM,  MULTIPLE, 

TAN 

Related  Histopathology: 

LUNG  -  Inf  laomat  Ion,  chronic,  interst  i  t  ium;  LUNG  - 
Accumulation,  foamy  macrophage 

Animal  ID:  0583 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  PIOENTATION,  MOTTLED 

Related  Histopathology: 

LUNG  -  Hemorrhage;  LUNG  -  Accumulation,  foamy 
macrophage 

LUNG  -  BILATERAL,  NOOULE,  10  X  10  W,  TAN,  MULTIPLE 

LUNG  -  Inf  lanmat  ion,  chronic,  interst  1 1  tim 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OP  GROSS  &  MICRO 


STUDY  ID  :  SN152  STUDY  NLMBER:  SMI 52 

FATE:  ALL  GROUP:  A:  9.0  ng  base/kg/day  Doee  L«v«l 

SEX:  FEMALE 


Animal  ID:  OSSA 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  His tcpathology: 

LUNG  -  BILATERAL,  PIGKlNTATION,  PURPLE  LUNG  -  Hemorrhage 

LUNG  -  BILATERAL,  FOCUS,  10  X  12  MM,  TAN  LUNG  -  Inflammation,  chronic,  inters t  i  t  Ilhi 


Animal  ID:  0585 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  H i s topathology: 

LUNG  -  BILATERAL.  PIGMENTATION,  MOTTLED  LUNG  -  Inf  larnat  ion,  chronic,  inter s 1 1 1  turn ;  LUNG  - 

Hemorrhage;  LUNG  —  Accunulat  ion,  foamy  macrophage 


Animal  ID:  0586 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  PIOOTTATION,  MOTTLED  LUNG  -  Inf  lamnat  ion,  chronic,  interst  i  t  iua;  LUNG  - 

Hemorrhage;  LUNG  -  Accumulation,  foamy  macrophage 


Animal  ID:  0587 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

SPLEEN  -  ENLARGED 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED,  RED,  WHITE 


Related  Histopathology: 

SPLEEN  -  Congestion 

LUNG  -  Inflammation,  chronic,  interst it ius;  LUNG  - 
Hemorrhage;  LUNG  -  Accumulation,  foamy  macrophage 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SMI 52  STUDY  NLH8ER:  SM152 

FATE:  ALL  GROUP:  A:  9.0  mg  baseAs/day  Oo«a  L«v»L 

SEX:  FEMALE 


Aniaal  ID:  0588 

Animal  Fata:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  PIOCNTATION,  MOTTLED,  WHITE  LUNG  -  Inf  laraat  ion,  chronic,  Interst  1 1  iuo;  LUNG  - 

Hemorrhage;  LUNG  -  Accumulation,  foamy  macrophage 


Animal  ID:  0589 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  PURPLE,  TAN  LUNG  -  Inflammation,  chronic,  interst i t iu»;  LUNG  - 

Hemorrhage;  LUNG  -  Acajou  la  t Ion,  foamy  macrophage 


Animal  ID:  0590 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED  LUNG  -  Inflammation,  chronic,  interst  i  t  ii»;  LUNG  - 

Hemorrhage;  LUNG  -  Acclrou la t Ion,  foamy  macrophage 


Animal  ID:  0591 

Animal  Fate:  Scheduled  sacrifice 

Related  Histopathology: 

LUNG  -  Inflammation,  chronic,  Interst  1 1  lura;  LUNG  - 
Accumulation,  foamy  macrophage 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED  LUNG  -  Hemorrhage 


Reference  to  Necropsy  Record: 

LUNG  -  BILATERAL,  NODULE,  5  X  5  *H,  TAN,  MULTIPLE 
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PATHOLOGY  ASSOCIATES  INTERNATIONAL 
SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 
TOXICOLOGY  RESEARCH  LABORATORY  STUDY  NUMBER  152 


CORRELATION  OF  GROSS  &  MICRO 


STUDY  ID  :  SHI 52  STUDY  NUMBER:  SHI 52 

FATE:  ALL  GROUP:  4:  9.0  mg  baseAg/day  Dom  Level 

SEX:  FEMALE 


Animal  ID:  0592 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Hecrcpsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  PI  Q-ENTATION ,  MOTTLED  LUNG  -  Inflammation,  chronic,  interst i t iura;  LUNG  - 

Hemorrhage;  LUNG  -  Accunulat  ion,  foamy  macrophage 


Animal  ID:  0593 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  PIGMENTATION,  MOTTLED  LUNG  -  Inflammation,  chronic,  interst  i  t  iun;  LUNG  - 

Hemorrhage;  LUNG  -  Accumulation,  foamy  macrophage 


Animal  ID:  0594 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record: 

UTERUS  -  BILATERAL,  DILATATION 

LUNG  -  BILATERAL,  P I OENT  AT  I  ON ,  MOTTLED 

LUNG  -  BILATERAL,  NODULE,  8  X  10  ►*,  TAN,  MULTIPLE 


Related  Histopathology: 

UTERUS  -  Dilatation 

LUNG  -  Hemorrhage;  LUNG  -  Accunulat  ion,  foamy 
macrophage 

LUNG  -  Inflammation,  chronic,  interstitial) 


Animal  ID:  0595 

Animal  Fate:  Scheduled  sacrifice 

Reference  to  Necropsy  Record:  Related  Histopathology: 

LUNG  -  BILATERAL,  FOCUS,  WHITE  LUNG  -  Inflammation,  chronic,  interst  i  t  ion;  LUNG  - 

Accumulation,  foamy  macrophage 
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QUALITY  ASSURANCE  STATEMENT 


This  histopathology  project  was  inspected  and  audited  by  the  PAI  Quality  Assurance  Unit 
(QAU)  as  required  by  the  Good  Laboratory  Practice  (GLP)  standards  promulgated  by  the  U.S. 
Food  and  Drug  Administration.  The  pathology  narrative  report  is  an  accurate  reflection  of  the 
recorded  data.  The  following  table  is  a  record  of  the  inspections/audits  performed  and  reported 


by 

the  QAU: 

Date  Findings  Reported 

Date  of 

to  Management  and 

Inspection 

Phase  Inspected 

Study  Pathologist 

* 

1 1/08/95 

Tissue  Trimming 

11/08/95 

* 

01/05/96 

Processing/Embedding 

01/05/96 

* 

03/27/96 

Microtomy 

03/28/96 

* 

12/29/95 

Staining 

12/29/95 

* 

12/29/95 

Coverslipping 

12/29/95 

* 

05/13/96 

Labeling 

05/13/96 

* 

1 1/16/95 

Quality  Control/Checkout 

11/16/95 

** 

06/26/96 

Individual  Animal  Data 

06/26/96 

** 

06/26/96 

Draft  Pathology  Report 

06/26/96 

** 

06/28/96 

Revised  Draft  Pathology  Report 

06/28/96 

*  General  quarterly  phase  inspection 
**  Inspection  specific  for  this  study 

In  accordance  with  the  PAI  Quality  Assurance  Division's  Standard  Operating  Procedures,  all 
critical  phase  inspections  are  conducted  on  a  random  basis  quarterly  or  more  frequently.  Those 
general  phase  inspections  listed  are  the  most  recent  conducted  during  the  period  each  task 
associated  with  this  project  was  performed. 

06/28/96 


Date 

Quality  Assurance  Unit 
PAI  Illinois  Division 
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Draft  Bone  Marrow  Evaluation  Report 
TRL  Study  No.  152 


BONE  MARROW  EVALUATION  REPORT 

SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE 

IN  RATS 


INTRODUCTION 

This  report  prepared  by  Pathology  Associates  International  (PAI)  for  Toxicology 
Research  Laboratory  (UIC/TRL),  University  of  Illinois  at  Chicago,  Department  of 
Pharmacology,  1940  West  Taylor  Street,  Chicago,  IL,  60612,  presents  the  results  of 
bone  marrow  evaluation  from  CD®  rats  given  WR238605  succinate  once  daily  by 
gavage  for  at  least  twenty-six  weeks. 


EXPERIMENTAL  DESIGN  AND  METHODS 

One  hundred  male  and  one  hundred  female  CD®  rats  were  randomized  into  one  of 
four  groups  as  described  below. 


T  reatment 
Group 

Dose  Level 
(ma  base/ka/dav) 

Dose  Cone, 
(ma  base/ml) 

Dose  Volume 
(mt/kc/dav) 

Number 
of  Males 

Number 
of  Females 

1 

0 

0 

5 

20  +  5’ 

20  +  5’ 

2 

0.5 

0.1 

5 

20  +  5’ 

20  +  5’ 

3 

2.0 

0.4 

5 

20  +  5’ 

20  +  5* 

4 

9.0 

1.8 

5 

20  +  5’ 

20  +  5* 

’Five  satellite  rats/sex/dose  were  utilized  for  the  collection  of  blood  samples  for  plasma  drug  level  analysis. 
No  pathology  evaluations  were  done  on  these  animals. 

Bone  marrow  smears  were  prepared  from  the  femur  of  each  animal  at  the  scheduled 
necropsy  during  Week  27.  The  smears  were  fixed  in  methanol,  stained  with  a  Wrights- 
Giemsa  stain,  and  evaluated  microscopically  to  determine  the  Myeloid:Erythroid  (M:E) 
Ratio.  The  M:E  Ratio  was  determined  on  a  cell  count  of  500  cells. 

Statistical  analysis  of  the  data  was  performed  by  UIC/TRL  and  provided  to  PAI  for 
inclusion  in  this  report. 


RESULTS 

M:E  Ratio  Group.  Summary  tables  are  presented  in  Section  II  (generated  by  UIC/TRL 
from  PAI  data  sheets).  Individual  animal  M:E  Ratio  data  are  presented  by  dose  group 
and  sex  in  Section  III  (generated  by  UIC/TRL  from  PAI  data  sheets). 
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Draft  Bone  Marrow  Evaluation  Report 
TRL  Study  No.  152 

The  M:E  Ratios  from  high  dose  and  control  animals  necropsied  during  Week  27  were 
not  significantly  different  and  within  normal  limits. 


CONCLUSION 

Under  the  conditions  of  this  study,  WR238605  did  not  result  in  any  treatment-related 
changes  in  the  M:E  Ratio  of  the  femoral  bone  marrow  of  male  and  female  treated  rats 
during  Week  27. 


Lynda  L.  Lanning,  D.V.M.,  D.A.B.T. 
May  17,  1996 
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II. 


M:E  Ratio  Summary  Tables 


113 

J-114 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  REPORT 
TEST:  M:E  RATIO 


STUOY  ID:  UIC-15B  SEX:  HALE 

STUDY  NO:  152BM 

ABBR:  M:E  RATIO  UNITS:  - 

ANALYSIS  OF  VARIANCE  FOLLOUED  BY  DUNNETT'S  PROCEDURE 


GRCUP(s) : 

1-M 

2-M 

3-M 

4-M 

Period: 

Week  27 

MEAN 

1.53 

NA 

NA 

1.56 

SO 

0.094 

NA 

NA 

0.106 

N 

20 

0 

0 

19 

NA*Not  Applicable 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  REPORT 
TEST:  M:E  RATIO 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152SM 

ABBR:  M:E  RATIO  UNITS:  - 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


GROUP(s):  1-F  2-F  3-F  U-f 


Period:  Week  27 

MEAN  1.57  NA  NA  1.57 

SO  0.073  NA  NA  0.096 

N  20  0  0  20 


NA-Not  Applicable 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY -REPORT 
TEST:  M:E  RATIO 


STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152BM 

ABBR:  M:E  RATIO  UNITS:  - 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

Week 

N 

27 

Total 

Mean 

Std.  DUNNETT'S 
Dev.  't' 

DUNNETT 
LO  -95X-  HI 

'S  RANGES 

LO  -99V 

Degree 

HI  Source  Fdn 

Sum  of 
Squares 

Mean 

Square 

-M 

20 

30.67 

1.53 

0.094 

TREATMENTS 

1 

0.007 

0.007 

2-M 

NA 

0.00 

0.00 

NA 

ERROR 

37 

0.370 

0.010 

3-M 

NA 

0.00 

0.00 

NA 

4-M 

19 

29.63 

1.56 

0.106 

TOTAL 

38 

0.377 

F  Ratio  =  0. 

66  'F' 

table  values 

F.01  = 

7.39 

F .05  =  4. 

11 

Coeff . 

Var.  X  = 

=  6.469  Dunnett's  'T'  table  values  P.01  * 

2.70 

P.05  =  2. 

02 

Error-within  groups  Source-Source  of  Variation 

NA-Not  Applicable  Treatments-between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY'-  REPORT 

TEST:  M:E  RATIO 

STUDY 

ID:  UIC-15B 

SEX:  FEMALE 

STUOY 

NO:  152BH 

ASSR: 

M:E  RATIO 

UNITS:  - 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S 

PROCEDURE 

Week  27 

Std.  DUNNETT'S  DUNNETT'S  RANGES 

Degree 

Sum  of 

Mean 

Group 

N  Total 

Mean 

Dev.  't'  10  -95X-  HI  LO  -99%- 

HI  Source  Fdm 

Squares 

Square 

-F 

20  31.36 

1.57 

0.073 

TREATMENTS  1 

0.000 

0.000 

-F 

NA  0.00 

0.00 

NA 

ERROR  38 

0.277 

0.007 

3-F 

NA  0.00 

0.00 

NA 

4-F 

20  31.41 

1.57 

0.096 

TOTAL  39 

0.277 

F 

Ratio  -  0.01 

'  F' 

table  values  F.01  =  7.35 

F.05  =  4.10 

Coef f . 

Var.  X  -  5.441 

Dunnett's  'T'  table  values  P.01  =  2.70 

P.05  =  2.02 

Error-within  groups  Source-Source  of  Variation 

NA-Not  Applicable  Treatments-between  groups 
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Individual  Animal  M:E  Ratio  Tables 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  REPORT  BY  GROUP 
TEST:  M:E  RATIO 


STUDY  ID:  UIC-158  SEX:  MALE 

STUDY  NO:  1528M 

AB8R:  M:E  RATIO  UNITS:  - 


Animal 

ID  Week  27 

GROUP: 

1-M:0  mg  base/kg/day 

401 

1.43 

402 

1.51 

403 

1.37 

404 

1.50 

405 

1.59 

406 

1.56 

407 

1.72 

408 

1.43 

409 

1.49 

410 

1.54 

411 

1.62 

412 

1.49 

413 

1.50 

414 

1.39 

415 

1.55 

416 

1.70 

417 

1.63 

418 

1.48 

419 

1.58 

420 

1.59 

MEAN 

1.53 

SO 

0.094 

N 

20 

119 

J-120 


STUDY  ID:  UIC-15B 
STUDY  NO:  152BM 
ABBR:  M:E  RATIO 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  REPORT  BY  GROUP 
TEST:  M:E  RATIO 


Animal 

ID  Week  27 

GRCJP: 

4-M:9.0  mg  ba; 

551 

1.63 

552 

1.54 

553 

1.73 

554 

1.53 

555 

1.59 

556 

1.55 

557 

1.28 

558 

-- 

559 

1.62 

560 

1.45 

561 

1.50 

562 

1.69 

563 

1.63 

564 

1.40 

565 

1.58 

566 

1.51 

567 

1.56 

568 

1.65 

569 

1.53 

570 

1.66 

MEAN 

1.56 

SO 

0.106 

N 

19 

SEX:  MALE 
UNITS:  - 


(--)  -  Data  Unavailable 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR23  8605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  REPORT  BY  GROUP 

TEST:  M:E  RATIO 

STUDY  ID:  UIC-15B 

SEX:  FEMALE 

STUDY  NO:  152BM 

ABBR:  M:E  RATIO 

UNITS:  - 

Animal 

ID  Week  27 

GROUP: 

1-F:0  mg  base/kg/day 

426 

1.63 

427 

1.51 

428 

1.58 

429 

1.72 

430 

1.54 

431 

1.51 

432 

1.56 

433 

1.50 

434 

1.60 

435 

1.46 

436 

1.62 

437 

1.65 

438 

1.55 

439 

1.56 

440 

1.49 

441 

1.44 

442 

1.54 

443 

1.67 

444 

1.63 

445 

1.60 

MEAN 

1.57 

SD 

0.073 

N 

20 

% 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR23  8605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  REPORT  BY  GROUP 
TEST:  M:E  RATIO 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  1523M 

ABBR:  M:E  RATIO  UNITS:  - 


Animal  ID  Week  27 


GROUP: 

576 

577 

578 

579 

580 

581 

582 

583 

584 

585 

586 

587 

588 

589 

590 

591 

592 

593 

594 

595 


4-F-.9.Q  mg  base/kg/day 
1.67 

1.50 
1.60 
1.55 
1.59 
1.49 

1.51 
1.40 

1.65 
1.63 
1.73 
1.48 
1.53 
1.62 

1.65 
1.70 
1.58 

1.51 
1.37 

1.65 


MEAN  1.57 

SO  0.096 

N  20 
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IV.  Quality  Assurance  Statement 
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Pathology  Associates  International 

A  Company  of  Science  Applications  international  Corporation 


An  Employee-Owned  Company 


Bone  Marrow  Evaluation  Report 

Six  Month  Oral  Toxicity  Study  of  WR238605  Succinate 

in  Rats 

TRL  Study  Number:  152 

QUALITY  ASSURANCE  STATEMENT 


This  bone  marrow  evaluation  project  has  been  inspected  and  audited  by  the  PAI  Quality  Assurance  Unit 
(QAU)  as  required  by  the  Good  Laboratory  Practice  (GLP)  regulations  promulgated  by  the  U.S.  Food 
and  Drug  Administration  or  U.S.  Environmental  Protection  Agency.  The  bone  marrow  evaluation  report 
is  an  accurate  reflection  of  the  recorded  data.  The  following  table  is  a  record  of  the  inspections/audits 
performed  and  reported  by  the  QAU. 


Date  of 
Inspection 


Date  Findings  Reported 
to  Management/ 

Phase  Inspected  Study  Pathologist 


04/1 5/96  Individual  Animal  Data 

04/1 5/96  Draft  Bone  Marrow  Evaluation  Report 


04/1 5/96 
04/1 5/96 


Sharon  E.  Abel 
Quality  Assurance  Auditor 


May  29, 1996 


Date 
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15  Wormans  Mill  Court,  Suite  I  •  Frederick,  Maryland  21701  •  (301)  663-1644  •  (301)  663-8994  FAX 


APPENDIX  K 

PRE-TEST  CLINICAL  PATHOLOGY  DATA 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  CLINICAL  CHEMISTRY  DATA  BY  GROUP 
PERIOD:  BASELINE 


STUDY  ID:  152  QURANTINE/PRETEST 
STUDY  NO:  152BL 

13 

"fTi"  n” 

L'd  A 

n  rr.j 

[P  j! 

U  L) 

SEX:  MALE 

Animal  ID  ALT 

SDH 

TP 

ALB 

GLOB 

A/G 

TBA 

ALKP 

LDH 

IU/L 

IU/L 

g/dL 

g/dL 

g/dL 

- 

umol/L 

IU/L 

IU/L 

GROUP:  1-M 

119  78 

17.8 

6.0 

3.2 

2.8 

1.14 

108.9 

418 

263 

120  62 

16.5 

6.8 

3.8 

3.0 

1.27 

134.9 

459 

87 

121  46 

23.0 

6.4 

3.7 

2.7 

1.37 

28.0 

294 

218 

122 

-- 

-  - 

123  68 

14.1 

5.7 

3.4 

2.3 

1 .48 

134.5 

470 

366 

124 

-- 

-- 

125  51 

7.0 

6.1 

3.7 

2.4 

1.54 

96.1 

661 

670 

MEAN  61 

15.7 

6.2 

3.6 

2.6 

1.36 

100.5 

460 

321 

SO  12.9 

5.84 

0.42 

0.25 

0.29 

0.161 

43.83 

132.1 

219.4 

N  5 

5 

5 

5 

5 

5 

5 

5 

5 

(--)  -  Data  Unavailable 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  CLINICAL  CHEMISTRY  DATA  BY  GROUP 
PERIOD:  BASELINE 


STUDY  ID:  152  QURANTINE/PRETEST  SEX:  MALE 

STUDY  NO:  152BL 


Animal  ID 

CK 

IU/L 

BUN 

mg/dL 

CREAT 

mg/dL 

NA 

mEq/L 

K 

mEq/L 

CL 

mEq/L 

CA 

mg/dL 

IP 

mg/dL 

GLU 

mg/dL 

GROUP:  1-M 
119 

611 

14.1 

0.50 

142 

6.77 

106 

12.0 

12.4 

195 

120 

192 

12.6 

0.44 

143 

6.29 

103 

11.4 

13.4 

157 

121 

231 

12.9 

0.43 

143 

6.60 

99 

12.5 

15.4 

157 

122 

123 

505 

13.2 

0.45 

142 

6.62 

103 

12.0 

11.9 

145 

124 

125 

493 

17.6 

0.51 

143 

6.39 

103 

12.8 

10.9 

181 

MEAN 

406 

14.1 

0.47 

143 

6.53 

103 

12.1 

12.8 

167 

SD 

184.3 

2.05 

0.036 

0.5 

0.192 

2.5 

0.54 

1.71 

20.4 

N 

5 

5 

5 

5 

5 

5 

5 

5 

5 

(--)  -  Data  Unavailable 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  CLINICAL  CHEMISTRY  DATA  BY  GROUP 
PERIOD:  BASELINE 


STUDY  ID: 
STUDY  NO: 

152  QURANTINE/PRETEST 
152BL 

. ;T 

!J 

-  —  --  — 

-  *  n 

•  /a\ 

Lj  LOi 

i  J  » 

i »  ; » 

u  u 

SEX:  FEMALE 

Animal  ID 

ALT 

SDH 

TP 

ALB 

GLOB 

A/G 

TBA 

ALKP 

LDH 

IU/L 

IU/L 

g/dL 

9/dL 

g/dL 

- 

umol/L 

IU/L 

IU/L 

GROUP:  1  - F 
247 

49 

13.5 

6.6 

3.9 

2.7 

1.44 

30.9 

287 

353 

248 

58 

16.0 

7.0 

3.9 

3.1 

1.26 

67.3 

407 

210 

249 

62 

17.4 

6.4 

3.8 

2.6 

1.46 

54.3 

192 

147 

250 

63 

14.9 

6.5 

4.0 

2.5 

1.60 

120.9 

315 

367 

251 

31 

14.6 

6.6 

3.8 

2.8 

1.36 

22.8 

283 

559 

MEAN 

53 

15.3 

6.6 

3.9 

2.7 

1.42 

59.2 

297 

327 

SO 

13.3 

1.48 

0.23 

0.08 

0.23 

0.126 

38.80 

77.0 

159.8 

N 

5 

5 

5 

5 

5 

5 

5 

5 

5 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  CLINICAL  CHEMISTRY  DATA  BY  GROUP 
PERIOD:  BASELINE 


STUOY  10: 
STUDY  NO: 


152  QURANTINE/PRETEST 
152BL 


SEX:  FEMALE 


Animal  10 

CK 

BUN 

CREAT 

NA 

K 

CL 

CA 

IP 

GLU 

IU/L 

mg/dL 

mg/dL 

mEq/L 

mEq/L 

mEq/L 

mg/dL 

mg/dL 

mg/dL 

GROUP:  1  -  F 
247 

430 

16.8 

0.48 

142 

6.53 

102 

12.3 

10.8 

163 

248 

445 

17.8 

0.46 

143 

6-68 

103 

12-9 

11.4 

140 

249 

269 

13.8 

0.43 

142 

5.95 

102 

12.2 

11.3 

164 

250 

532 

13.3 

0.48 

143 

6.39 

104 

12.5 

11.9 

171 

251 

345 

15.5 

0.46 

143 

6.44 

103 

12.1 

10.8 

156 

MEAN 

404 

15.4 

0.46 

143 

6.40 

103 

12.4 

11.2 

159 

SD 

100.6 

1.92 

0.020 

0.5 

0.274 

0-8 

0.32 

0.46 

11.8 

N 

5 

5 

5 

5 

5 

5 

5 

5 

5 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
PERIOD:  BASELINE 


STUDY  ID:  152  QURANTINE 

in 

rxv  7T 

i  j  . ! 

SEX:  MALE 

STUDY  NO:  1520 

!jJ 

till  IA 

u  u 

Animal  ID  RBC 

HGB 

HCT 

MCV 

MCH 

MCHC 

RETICS 

HEINZ  BOO. 

X  HETHGB 

1(T6/mm*3 

9/dL 

% 

fL 

P9 

9/dL 

X  RBCS 

%  RBCs 

%  HGB 

GROUP:  1-M 

119  6.37 

14.0 

42.4' 

66.6 

22.0 

33.0 

1.3 

0.0 

0.1 

120  6.32 

14.0 

42.6 

67.4 

22.2 

32.9 

0.9 

0.0 

0.4 

121  5.49 

12.5 

37.3 

67.9 

22.8 

33.5 

2.8 

0.0 

0.7 

123  5.66 

12.5 

37.8 

66.8 

22.1 

33.1 

1.4 

0.0 

0.4 

125  5.54 

12.7 

38.3 

69.1 

22.9 

33.2 

1.8 

0.0 

0.8 

MEAN  5.88 

13.1 

39.7 

67.6 

22.4 

33.1 

1.6 

0.0 

0.5 

SD  0.433 

0.79 

2.60 

1.00 

0.42 

0.23 

0.72 

0.00 

0.28 

N  5 

5 

5 

5 

5 

5 

5 

5 

5 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
PERIOD:  BASELINE 


STUDY  ID:  152  QURANTINE 
STUDY  NO:  1520 

1 

7S\T 

1  LnS  u 

. . 

SEX:  MALE 

l 

U 

Animal  ID 

WBC 

M.  Neutrop 

I.  Neutrop 

Lymphocyte 

Monocytes 

Eosinophi l 

Basophi Is 

PLT 

10A3/mmA3 

10A3/nnT3 

10A3/mmA3 

1 0A3/mmA3 

10A3/mmA3 

10A3/mmA3 

10A3/mmA3 

10A3/mmA3 

GROUP:  1-M 

119 

17.3 

3.6 

0.0 

13.3 

0.2 

0 

.2 

0.0 

1026 

120 

16.3 

3.7 

0.0 

11.7 

0.8 

0 

.0 

0.0 

1037 

121 

10.9 

1.2 

0.0 

9.2 

0.5 

0 

.0 

0.0 

889 

123 

18.5 

3.7 

0.0 

13.5 

1.3 

0 

.0 

0.0 

1087 

125 

18.1 

1.8 

0.0 

14.5 

1.6 

0 

.2 

0.0 

911 

MEAN 

16.2 

2.8 

0.0 

12.4 

0.9 

0 

.1 

0.0 

990 

SD 

3.09 

1.21 

0.00 

2.07 

0.57 

0. 

11 

0.00 

85.7 

N 

5 

5 

5 

5 

5 

5 

5 

5 

UBC  corrected  for  NRBC  =  or  >  10 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


WHITE  DIFFERENTIAL 

DATA 

STUDY 

STUDY 

ID:  152  QURANTINE 

NO:  1520 

GROUP:  1-M 

. 01 

r/sr 

)  iAl 

~ry ' 

b 
*  1 

U 

! 

1 

u 

SEX:  HALE 

Animal  ID 

BASELINE 

REL  ABS 

Nucleated  Red  Cel  Is 

0 

M.  Neutrophils 

21.0 

3.6 

I.  Neutrophils 

0.0 

0.0 

Lymphocytes 

77.0 

13.3 

Monocytes 

1.0 

0.2 

Eosinophi Is 

1.0 

0.2 

Basophi Is 

0.0 

0.0 

Atypical  Lymphocytes 

0.0 

0.0 

WBC 

17.3 

Nucleated  Red  Cells 

1 

H.  Neutrophils 

23.0 

3.7 

I.  Neutrophils 

0.0 

0.0 

Lymphocytes 

72.0 

11.7 

Monocytes 

5.0 

0.8 

Eosinophi Is 

0.0 

0.0 

Basophi Is 

0.0 

0.0 

Atypical  Lymphocytes 

0.0 

0.0 

UBC 

16.3 

Nucleated  Red  Cells 

0 

M.  Neutrophils 

11.0 

1.2 

I.  Neutrophils 

0.0 

0.0 

Lymphocytes 

84.0 

9.2 

Monocytes 

5.0 

0.5 

Eosinophi Is 

0.0 

0.0 

Basophi Is 

0.0 

0.0 

Atypical  Lymphocytes 

0.0 

0.0 

UBC 

10.9 

Nucleated  Red  Cel  Is 

0 

M.  Neutrophils 

20.0 

3.7 

I.  Neutrophils 

0.0 

0.0 

Lymphocytes 

73.0 

13.5 

Monocytes 

7.0 

1.3 

Eosinophi Is 

0.0 

0.0 

Basophi Is 

0.0 

0.0 

Atypical  Lymphocytes 

0.0 

0.0 

UBC 

18.5 

WBC  corrected  for  NRBC  =  or  >  10 


K-8 


SIX  MONTH  ORAL  TOXICITY  STUDY 
WR238605  SUCCINATE  IN  RATS 

OF 

WHITE  DIFFERENTIAL  DATA 

STUDY  ID:  152  QURANTINE 

STUDY  NO:  152Q 

|l 

GROUP:  1-H  L 

i] 

ik 

ry  zr3  — 

1  J  iS 

u  Li 

SEX:  MALE 

Ammal  ID  BASELINE 

REL  ABS 


Nucleated  Red  Cells 

1 

M.  Neutrophils 

10.0 

1.8 

I.  Neutrophils 

0.0 

0.0 

Lymphocytes 

80.0 

14.5 

Monocytes 

9.0 

1.6 

Eosinophils 

1.0 

0.2 

Basophi Is 

0.0 

0.0 

Atypical  Lymphocytes 

WBC 

0.0 

0.0 

18.1 

WBC  corrected  for  NRBC  =  or  >  10 


K-9 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 

MORPHOLOGY  OBSERVATIONS 


STUDY 

STUDY 

ID:  152  OURANTINE 

NO:  1520 

GROUP:  1-M 

I 

3 

;T\  P  ~ 

U\  i  j  •  ■ 

L'\i  u  j 

SEX:  HALE 

Animal  ID 

BASELINE 

119 

Normal 

Cells 

Red 

Blood 

120 

Normal 

Cells 

Red 

Blood 

121 

Normal 

Cells 

Red 

Blood 

123 

Normal 

Cells 

Red 

Blood 

125 

Normal 
Cel  Is 

Red 

Blood 

K-10 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
PERIOD:  BASELINE 


STUDY  ID:  152  QURANTINE 

N 

~J  !>\ 

R  "T 

SEX:  FEMALE 

STUDY  NO:  152Q 

El 

ufl  A 

1  J 

.JU....JJ . 

Animal  ID  RBC 

HGB 

HCT 

MCV 

MCH 

MCHC 

RETICS 

HEINZ  BOO. 

X  METHGB 

1CT6/mnA3 

9/dL 

X 

fL 

pg 

g/dL 

X  RBCS 

X  RBCs 

X  HGB 

GROUP:  1 -F 

247  5.73 

13.1 

38.0 

66.3 

22.9 

34.5 

1.5 

0.0 

0.5 

248  7.15 

15.5 

44.7 

62.5 

21.7 

34.7 

0.9 

0.0 

0.8 

249  6.25 

13.2 

37.9 

60.6 

21.1 

34.8 

1.1 

0.0 

0.4 

250  6.21 

13.5 

41.1 

66.2 

21.7 

32.8 

1.0 

0.0 

0.4 

251  6.18 

14.1 

41.5 

67.2 

22.8 

34.0 

1.2 

0.0 

0.7 

MEAN  6.30 

13.9 

40.6 

64.6 

22.0 

34.2 

1.1 

0.0 

0.6 

SD  0.518 

0.99 

2.82 

2.86 

0.78 

0.82 

0.23 

0.00 

0.18 

N  5 

5 

5 

5 

5 

5 

5 

5 

5 

K-l  1 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


INDIVIDUAL  ANIMAL  HEMATOLOGY  REPORT  BY  GROUP 
PERIOD:  BASELINE 


STUDY  ID:  152  QURANTINE 
STUDY  NO:  152Q 

F|  ®  1"]  “.f 

.  M  Lli  Ln\  l!  ; 

SEX:  FEMALE 

Animal  ID 

WBC 

10A3/mmA3 

H.  Neutrop 
10A3/mmA3 

I.  Neutrop 
10A3/rrmA3 

Lymphocyte 

10A3/mmA3 

Monocytes 

19A3/mmA3 

Eosinophi l 
10A3/mmA3 

Basophi Is 
10A3/mmA3 

PLT 

10A3/mmA3 

GROUP:  1  - F 
247 

14.6 

2.5 

0.0 

11.2 

0.9 

0.0 

0.0 

1258 

248 

8.3 

0.3 

0.0 

7.6 

0.4 

0.0 

0.0 

853 

249 

18.0 

2.9 

0.0 

14.4 

0.7 

0.0 

0.0 

1188 

250 

17.8 

0.7 

0.2 

15.3 

1.4 

0.2 

0.0 

1025 

251 

12.2 

3.5 

0.0 

8.3 

0.1 

0.2 

0.0 

1113 

MEAN 

14.2 

2.0 

0.0 

11.4 

0.7 

0.1 

0.0 

1087 

SD 

4.07 

1.40 

0.09 

3.47 

0.49 

0.11 

0.00 

157.1 

N 

5 

5 

5 

5 

5 

5 

5 

5 

UBC  corrected  for  NRBC  =  or  >  10 


K-12 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 

WHITE  DIFFERENTIAL  DATA 


STUDY 

STUDY 

ID:  152  QURANTINE 

NO:  152Q 

GRCXJP:  1-F 

1 

a 

Cri^ 

rn  z-j 
j  j  ;  i 
jr  i; 

_u . J _ 

SEX:  FEMALE 

Animal  ID 

BASELINE 

REL  ABS 

Nucleated  Red  Cells 

1 

M.  Neutrophils 

17.0 

2.5 

I.  Neutrophils 

0.0 

0.0 

Lymphocytes 

77.0 

11.2 

Monocytes 

6.0 

0.9 

Eosinophi Is 

0.0 

0.0 

Basophils 

0.0 

0.0 

Atypical  Lymphocytes 

0.0 

0.0 

WBC 

14.6 

Nucleated  Red  Cells 

0 

M.  Neutrophils 

4.0 

0.3 

1.  Neutrophils 

0.0 

0.0 

Lymphocytes 

91.0 

7.6 

Monocytes 

5.0 

0.4 

Eosinophi Is 

0.0 

0.0 

Basophils 

0.0 

0.0 

Atypical  Lymphocytes 

0.0 

0.0 

UBC 

8.3 

Nucleated  Red  Cells 

0 

M.  Neutrophils 

16.0 

2.9 

I.  Neutrophils 

0.0 

0.0 

Lymphocytes 

80.0 

14.4 

Monocytes 

4.0 

0.7 

Eosinophi Is 

0.0 

0.0 

Basophi Is 

0.0 

0.0 

Atypical  Lymphocytes 

0.0 

0.0 

UBC 

18.0 

Nucleated  Red  Cells 

0 

M.  Neutrophils 

4.0 

0.7 

I.  Neutrophils 

1.0 

0.2 

Lymphocytes 

86.0 

15.3 

Monocytes 

8.0 

1.4 

Eosinophi Is 

1.0 

0.2 

Basophi Is 

0.0 

0.0 

Atypical  Lymphocytes 

0.0 

0.0 

UBC 

17.8 

UBC  corrected  for  NRBC  =  or  >  10 


K-13 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 

WHITE  DIFFERENTIAL  DATA 


STUDY  ID:  152  QURANTINE 
STUDY  NO:  152Q 

GROUP:  1-F 

1 

ijj 

I 

& 

*ra" *trar . 

i  j  'i 

j  SEX:  FEMALE 

Animal  ID 

BASELINE 

REL 

ABS 

251 

Nucleated  Red  Cells 

0 

M.  Neutrophils 

29.0 

3.5 

I.  Neutrophils 

0.0 

0.( 

D 

Lymphocytes 

68.0 

8.3 

Monocytes 

1.0 

0.1 

Eos i noph i l s 

2.0 

o.; 

? 

Basophi Is 

0.0 

0.( 

D 

Atypical  Lymphocytes 

0.0 

0.( 

) 

WBC 

12.; 

l 

WBC  corrected  for  NRBC  =  or  >  10 


K-l  4 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 

MORPHOLOGY  OBSERVATIONS 


STUDY  ID:  152  QURANTINE 
STUDY  NO:  1520 


Animal  ID 


GROUP:  1-F 
BASELINE 


(in '  "i  f\\  i  j  ir 

_ i. 


SEX:  FEMALE 


247 

Normal 
Cel  Is 

Red 

Blood 

248 

Clumped  Platelets 
Moderate 

249 

Normal 
Cel  Is 

Red 

Blood 

250 

Normal 
Cel  Is 

Red 

Blood 

251 

Normal 

Cells 

Red 

Blood 

K-l  5 


APPENDIX  L 

STATISTICAL  ANALYSIS  DATA 


L-l 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Erythrocytes 


STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152 


ABBR: 

RBC 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY 

DUNNETT'S  PROCEDURE 

UNITS: 

10A6/mnA3 

Week 

4 

Std.  DUNNETT'S 

DUNNETT' 

S  RANGES  Degree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't'  LO  -95X-  HI 

LO  -99X-  HI  Source  Fdm 

Squares 

Square 

1-M 

10 

75.60 

7.56 

0.460 

TREATMENTS  3 

1.54 

0.51 

2-M 

10 

76.91 

7.69 

0.270  0.88  7.00 

8.00 

7.00  8.00  ERROR  36 

3.96 

0.11 

3-M 

10 

73.14 

7.31 

0.183  1.66  7.00 

8.00 

7.00  8.00  . 

4-M 

10 

71.93 

7.19 

0.350  2.47  7.00 

8.00* 

7.00  8.00  TOTAL  39 

5.51 

F  Ratio  = 

4.67 

'F' 

table  values 

F.01  = 

4.38  F.05  =  2.86 

Coeff. 

Var.  X  = 

4.460 

Dunnett's  'T'  table  values 

P.01  = 

3.09  P.05  =  2.44 

Week 

13 

1-M 

10 

82.63 

8.26 

0.556 

TREATMENTS  3 

0.60 

0.20 

2-M 

10 

83.08 

8.31 

0.387 

ERROR  36 

8.18 

0.23 

3-M 

10 

81.33 

8.13 

0.184 

4-M 

10 

79.93 

7.99 

0.645 

TOTAL  39 

8.78 

F  Ratio  = 

0.89 

'F' 

table  values 

F.01  = 

4.38  F.05  *  2.86 

Coeff . 

Var.  X  = 

5.830 

Dunnett's  'T'  table  values 

P.01  = 

3.09  P.05  =  2.44 

Week 

26 

1-M 

10 

83.85 

8.39 

0.308 

TREATMENTS  3 

0.11 

0.04 

2-M 

10 

82.59 

8.26 

0.434 

ERROR  36 

5.14 

0.14 

3-M 

10 

82.79 

8.28 

0.240 

4-M 

10 

83.52 

8.35 

0.479 

TOTAL  39 

5.24 

F  Ratio  = 

0.25 

'  F 9 

table  values 

F.01  = 

4.38  F.05  =  2.86 

Coeff . 

Var.  X  = 

4.540 

Dunnett's  'T'  table  values 

P.01  = 

3.09  P.05  =  2.44 

Week  27 


1-M 

NA 

0.00 

0.00 

NA 

TREATMENTS 

•1 

0.00000 

2-M 

NA 

0.00 

0.00 

NA 

ERROR 

0 

0.00000 

3-M 

NA 

0.00 

0.00 

NA 

4-M 

NA 

0.00 

0.00 

NA 

TOTAL 

-1 

0.00000 

F  Ratio  = 

0.00 

'  F 9 

table  values 

F.01  = 

0.00 

F.05  =  0.00 

Coeff. 

.  Var.  X  = 

0.000 

Dunnett's  'T'  table  values 

P.01  = 

0.00 

P.05  =  0.00 

*-Signif icant  Difference  from  Control  P  <  .05 
Error-within  groups 
NA-Not  Applicable 


Source-Source  of  Variation 
Treatments- between  groups 


L-2 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  HGB 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Hemoglobin 


EM  I 


SEX:  MALE 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


UNITS:  g/dL 


Week  4 


Std.  DUNNETT'S  DUNNETT'S  RANGES  Degree  Sun  of  Mean 

Group  N  Total  Mean  Dev.  't'  LO  *95%-  HI  LO  -99X-  HI  Source  Fdm  Squares  Square 


1-M 

10 

157.3 

15.7 

0.73 

TREATMENTS  3 

16.24 

5.41 

2*M 

10 

158.6 

15.9 

0.67 

0.5 

15.0 

16.0 

15.0 

17.0 

ERROR  36 

14.15 

0.39 

3-M 

10 

153.5 

15.4 

0.38 

1.4 

15.0 

16.0 

15.0 

17.0  ---* 

4-M 

10 

142.4 

14.2 

0.66 

5.3 

15.0 

16.0* 

15.0 

17.0** 

TOTAL  39 

30.40 

F  Ratio  = 

13.77 

'  F1 

table  values 

F  .01  = 

4.38 

F.  05  = 

2.86 

Coeff . 

Var.  %  = 

4.100 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05  = 

2.44 

Week 

13 

1  -M 

10 

157.0 

15.7 

0.89 

TREATMENTS  3 

10.17 

3.39 

2-M 

10 

162.0 

16.2 

0.56 

1.7 

15.0 

16.0 

15.0 

17.0 

ERROR  36 

15.02 

0.42 

3-M 

10 

159.8 

16.0 

0.39 

0.0 

15.0 

16.0 

15.0 

17.0  ---■ 

4-M 

10 

148.7 

14.9 

0.65 

2.9 

15.0 

16.0* 

15.0 

17.0 

TOTAL  39 

25.18 

F  Ratio  = 

8.12 

'F' 

table  values 

F.01  = 

4.38 

F.05  = 

2.86 

Coeff. 

Var.  %  = 

4.117 

Durmett's  'T' 

table 

va l ues 

P.01  = 

3.09 

P.05  = 

2.44 

Week 

26 

1-M 

10 

152.1 

15.2 

0.47 

TREATMENTS  3 

9.13 

3.04 

2-M 

10 

154.6 

15.5 

0.76 

1.0 

15.0 

16.0 

14.0 

16.0 

ERROR  36 

10.59 

0.29 

3-M 

10 

154.4 

15.4 

0.45 

0.9 

15.0 

16.0 

14.0 

16.0  ---• 

4-M 

10 

142.9 

14.3 

0.42 

3.8 

15.0 

16.0* 

14.0 

16.0** 

TOTAL  39 

19.72 

F  Ratio  = 

10.35 

'F' 

table  values 

F.01  = 

4.38 

F.05  = 

2.86 

Coeff. 

Var.  %  = 

3.591 

Dunnett's  'T' 

table 

va l ues 

P.01  = 

3.09 

P.05  = 

2.44 

♦-Significant  Difference  from  Control  P  <  .05 
**-Signif icant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source-Source  of  Variation 
Treatments -between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  HGB 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST :  Hemoglobin 


SEX:  MALE 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


UNITS:  g/dL 


Week  27 


Std.  DUNNETT'S  DUNNETT'S  RANGES  Degree  Sun  of  Mean 

Group  N  Total  Mean  Dev.  't 9  10  -95V  HI  LO  -99V  HI  Source  Fdm  Squares  Square 


1-M 

NA 

0.0 

0.0 

NA 

TREATMENTS  -1 

0.00000 

2-M 

NA 

0.0 

0.0 

NA 

ERROR  0 

0.00000 

3-M 

NA 

0.0 

0.0 

NA 

4-M 

NA 

0.0 

0.0 

NA 

TOTAL  -1 

0.00000 

F  Ratio  = 

0.00 

'F' 

table  values 

F  .01  = 

0.00 

F.05  =  0.00 

Coeff. 

Var.  X  = 

0.000 

Dunnett's  'T'  table  values 

P.01  = 

0.00 

P.05  =  0.00 

Error-within  groups 
NA-Not  Applicable 


Source-Source  of  Variation 
Treatments-between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Hematocrit 


DEMI 


STUDY  ID:  UIC-15B 
STUOY  WO:  152 


SEX:  MALE 


ABBR: 

HCT 

AWALYSIS  OF  VARIAWCE  FOLLOWED  BY 

0UWWETT ' S 

PROCEOURE 

UNITS:  X 

Week 

4 

Std.  DUWWETT'S 

0UWWETT' 

S  RAWGES 

Degree 

Sum  of 

Mean 

Group 

W 

Total  Mean 

Oev.  't'  LO  -95X-  HI 

LO  -99X- 

HI  Source  Fdm 

Squares 

Square 

1-M 

10 

441.8 

44.2 

2.19 

TREATMENTS  3 

69.65 

23.22 

2-M 

10 

457.7 

45.8 

1.34  1.9  42.0 

46.0 

42.0 

47.0 

ERROR  36 

120.21 

3.34 

3-M 

10 

436.9 

43.7 

1.91  0.6  42.0 

46.0 

42.0 

47.0  - 

4-M 

10 

420.7 

42.1 

1.75  2.6  42.0 

46.0* 

42.0 

47.0 

TOTAL  39 

189.86 

F  Ratio  = 

6.95 

'F' 

table  values 

F.01  = 

4.38 

F  .05  = 

2.86 

Coeff . 

Var.  X  = 

4.160 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  = 

2.44 

Week 

13 

1-M 

10 

436.2 

43.6 

2.65 

TREATMENTS  3 

44.28 

14.76 

2-M 

10 

454.7 

45.5 

2.18  2.0  41.0 

46.0 

41.0 

46.0 

ERROR  36 

146.80 

4.08 

3-M 

10 

451.8 

45.2 

1.03  1.7  41.0 

46.0 

41.0 

46.0  ---■ 

4-M 

10 

429.5 

43.0 

1.85  0.7  41.0 

46.0 

41.0 

46.0 

TOTAL  39 

191.08 

F  Ratio  = 

3.62 

'F' 

table  values 

F.01  = 

4.38 

F.05  = 

2.86 

Coeff. 

Var.  X  = 

4.558 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  = 

2.44 

Week 

26 

1-M 

10 

443.0 

44.3 

1.59 

TREATMENTS  3 

49.19 

16.40 

2-M 

10 

451.4 

45.1 

2.23  1.1  42.0 

46.0 

42.0 

47.0 

ERROR  36 

112.60 

3.13 

3-M 

10 

458.1 

45.8 

2.09  1.9  42.0 

46.0 

42.0 

47.0 

4-M 

10 

428.4 

42.8 

0.81  1.8  42.0 

46.0 

42.0 

47.0 

TOTAL  39 

161.79 

F  Ratio  = 

5.24 

'F' 

table  values 

F.01  = 

4.38 

F.05  = 

2.86 

Coeff. 

Var.  X  = 

3.972 

Ounnett's  'T'  table  values 

P.01  = 

3.09 

P.05  = 

2.44 

Week 

27 

1-M 

WA 

0.0 

0.0 

WA 

TREATMENTS  -1 

0.00000 

2-M 

WA 

0.0 

0.0 

WA 

ERROR  0 

0.00000 

3-M 

WA 

0.0 

0.0 

WA 

4-M 

WA 

0.0 

0.0 

WA 

TOTAL  -1 

0.00000 

F  Ratio  = 

0.00 

'  F' 

table  values 

F.01  = 

0.00 

F.05  = 

0.00 

Coeff. 

Var.  %  = 

0.000 

Dunnett's  #T#  table  values 

P.01  = 

0.00 

P.05  = 

0.00 

*-Signif icant  Difference  from  Control  P  <  .05 
Error-within  groups 
NA-Wot  Applicable 


Source-Source  of  Variation 
Treatments- between  groups 


L-5 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR23  86  05  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS  [71  fp)  [i\  [?  TP 

TEST:  Mean  Corpuscular  Volume  [tj  jjV]  jj  JJ 

STUDY 

10:  UIC- 

15B 

SEX:  MALE 

STUDY 

NO:  152 

ABBR: 

MCV 

UNITS:  ft 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY 

OUNNETT'S 

PROCEDURE 

Week 

4 

Std.  DUNNETT' 

S  DUNNETT' 

S  RANGES 

Oegree 

Sum  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't# 

LO  -95X-  HI 

LO  -99*- 

HI  Source  Fdm 

Squares 

Square 

1-M 

10 

584.9 

58.5 

1.41 

TREATMENTS  3 

13.23 

4.41 

2-M 

10 

595.8 

59.6 

2.44 

ERROR  36 

159.37 

4.43 

3-M 

10 

597.3 

59.7 

2.07 

4-M 

10 

585.3 

58.5 

2.34 

TOTAL  39 

172.60 

F  Ratio  = 

0.00 

'F' 

table  values 

F  .01  = 

4.38 

F.05  = 

2.86 

Coeff . 

Var.  %  = 

3.561 

Dunnett's  'T'  table 

values  P.01  = 

3.09 

P.05  = 

2.44 

Week 

13 

1-M 

10 

528.1 

52.8 

0.94 

TREATMENTS  3 

42.70 

14.23 

2-M 

10 

548.0 

54.8 

2.75 

ERROR  36 

196.64 

5.46 

3-M 

10 

555.9 

55.6 

2.16 

4-M 

10 

539.3 

53.9 

2.95 

TOTAL  39 

239.34 

F  Ratio  = 

2.61 

'F' 

table  values 

F.01  = 

4.38 

F.05  = 

2.86 

Coeff. 

Var.  %  = 

4.306 

Dunnett's  'T'  table 

values  P.01  = 

3.09 

P.05  = 

2.44 

Week 

26 

1-M 

10 

528.6 

52.9 

1.11 

TREATMENTS  3 

96.52 

32.17 

2-M 

10 

547.2 

54.7 

2.79  1.7 

50.0  56.0 

50.0 

56.0 

ERROR  36 

211.18 

5.87 

3-M 

10 

553.6 

55.4 

2.61  2.3 

50.0  56.0 

50.0 

56.0  --- 

4-M 

10 

514.2 

51.4 

2.76  1.3 

50.0  56.0 

50.0 

56.0 

TOTAL  39 

307.70 

F  Ratio  = 

5.48 

'  F1 

table  values 

F.01  = 

4.38 

F.05  = 

2.86 

Coeff . 

Var.  %  = 

4.520 

Dunnett's  'T'  table 

values  P.01  = 

3.09 

P.05  = 

2.44 

Week 

27 

1-M 

NA 

0.0 

0.0 

NA 

TREATMENTS  -1 

0.00000 

2-M 

NA 

0.0 

0.0 

NA 

ERROR  0 

0.00000 

3-M 

NA 

0.0 

0.0 

NA 

4-M 

NA 

0.0 

0.0 

NA 

TOTAL  -1 

0.00000 

F  Ratio  = 

0.00 

'F' 

table  values 

F.01  = 

0.00 

F.05  = 

0.00 

Coeff . 

Var.  %  = 

0.000 

Ounnett's  'T'  table 

values  P.01  = 

0.00 

P.05  = 

0.00 

Error-within  groups 
NA-Not  Applicable 


Source-Source  of  Variation 
Treatments- between  groups 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  10:  UIC-15B 
STUDY  NO:  152 
ABBR:  MCH 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Mean  Corpuscular  Hemoglobin 


BBMl 


SEX:  MALE 


ANALYSIS  OF  VARIANCE  FOLLOWEO  BY  DUNNETT'S  PROCEDURE 


UNITS:  pg 


Group 

N 

Total  Mean 

Std.  DUNNETT' 

Dev.  '  t' 

S  DUNNETT'S 

LO  -95X-  HI 

RANGES 

LO  -99%- 

Degree 

HI  Source  Fdm 

San  of 
Squares 

Mean 

Square 

1-M 

10 

210.1 

21.0 

1.23 

TREATMENTS  3 

3.73 

1.24 

2-M 

10 

215.5 

21.6 

1.37 

ERROR  36 

43.33 

1.20 

3-M 

10 

212.8 

21.3 

0.87 

4-M 

10 

207.3 

20.7 

0.82 

TOTAL  39 

47.06 

F  Ratio  = 

1.03 

'  F' 

table  values 

F  .01  = 

4.38 

F  .05  = 

2.86 

Coeff . 

Var.  X  = 

5.189 

Ounnett's  'T'  table  values 

P.01  = 

3.09 

P.05  = 

2.44 

Week 

13 

1-M 

10 

190.3 

19.0 

0.51 

TREATMENTS  3 

6.42 

2.14 

2-M 

10 

195.2 

19.5 

0.75  1.6 

18.0 

20.0 

18.0 

20.0 

ERROR  36 

16.58 

0.46 

3-M 

10 

196.7 

19.7 

0.63  2.1 

18.0 

20.0 

18.0 

20.0  ---■ 

4-M 

10 

186.6 

18.7 

0.79  1.2 

18.0 

20.0 

18.0 

20.0 

TOTAL  39 

23.00 

F  Ratio  = 

4.65 

'F' 

table  values 

F  .01  = 

4.38 

F  .05  = 

2.86 

Coeff. 

Var.  X  = 

3.531 

Ounnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  = 

2.44 

Week 

26 

1-M 

10 

181.4 

18.1 

0.50 

TREATMENTS  3 

15.96 

5.32 

2-M 

10 

187.4 

18.7 

0.89  1.9 

17.0 

19.0 

17.0 

19.0 

ERROR  36 

18.23 

0.51 

3-M 

10 

186.7 

18.7 

0.59  1.7 

17.0 

19.0 

17.0 

19.0  ---■ 

4-M 

10 

171.6 

17.2 

0.80  3.1 

17.0 

19.0* 

17.0 

19.0 

TOTAL  39 

34.19 

F  Ratio  = 

10.50 

'F' 

table  values 

F  .01  = 

4.38 

F  .05  = 

2.86 

Coeff. 

Var.  X  = 

3.915 

Dunnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  = 

2.44 

Week 

27 

1-M 

NA 

0.0 

0.0 

NA 

TREATMENTS  -1 

0.00000 

2-M 

NA 

0.0 

0.0 

NA 

ERROR  0 

0.00000 

3-M 

NA 

0.0 

0.0 

NA 

4-M 

NA 

0.0 

0.0 

NA 

TOTAL  -1 

0.00000 

F  Ratio  = 

0.00 

'F' 

table  values 

F  .01  = 

0.00 

F  .05  = 

0.00 

Coeff. 

,  Var.  X  = 

0.000 

Dunnett's  ' T '  table 

values 

P.01  = 

0.00 

P.05  = 

0.00 

*-Signif leant  Difference  from  Control  P  <  .05 
Error-within  groups 
NA-Not  Applicable 


Source-Source  of  Variation 
Treatments -between  groups 


L-7 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 

J\ 

^  M  15  TP 

TEST:  Mean  Corpus.  Hemo.  Cone. 

u 

Lfii  If  U 

STUDY 

STUDY 

ABBR: 

ID:  UIC- 
NO:  152 

MCHC 

15B 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY 

DUNNETT 'S 

PROCEDURE 

SEX:  MALE 

UNITS:  g/dL 

Week 

4 

Std.  DUNNETT' 

S 

DUNNETT' 

S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Oev. 

't' 

LO  -95X-  HI 

LO  -99V 

HI  Source  Fdm 

Squares 

Square 

1-M 

10 

359.8 

36.0 

1.48 

TREATMENTS  3 

3.42 

1.14 

2-M 

10 

359.9 

36.0 

2.10 

ERROR  36 

84.37 

2.34 

3-M 

10 

355.6 

35.6 

1.23 

4-M 

10 

353.0 

35.3 

1.12 

TOTAL  39 

87.79 

F 

Ratio  = 

0.49 

'  F # 

table  values 

F  .01  = 

4.38 

F . 05  =  2.86 

Coeff . 

Var.  X  - 

4.287 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1-M 

10 

360.0 

36.0 

0.48 

TREATMENTS  3 

10.52 

3.51 

2-M 

10 

356.6 

35.7 

0.70 

1.2 

35.0 

37.0 

35.0 

37.0  ERROR  36 

14.15 

0.39 

3-M 

10 

353.7 

35.4 

0.66 

2.2 

35.0 

37.0 

35.0 

37.0  . 

4-M 

10 

346.1 

34.6 

0.65 

5.0 

35.0 

37. 0* 

35.0 

37.0**  TOTAL  39 

24.68 

F 

Ratio  = 

8.92 

'F' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  - 

1.771 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-M 

10 

343.3 

34.3 

0.66 

TREATMENTS  3 

6.49 

2.16 

2-M 

10 

342.5 

34.3 

0.65 

0.3 

34.0 

35.0 

33.0 

35.0  ERROR  36 

14.01 

0.39 

3-M 

10 

337.3 

33.7 

0.67 

2.2 

34.0 

35.0 

33.0 

35.0  . 

4-M 

10 

333.4 

33.3 

0.51 

3.5 

34.0 

35. 0* 

33.0 

35. 0**  TOTAL  39 

20.50 

F 

:  Ratio  = 

5.56 

'  F  ' 

table  values 

F .  01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

1.840 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05  =  2.44 

♦-Significant  Difference  from  Control  P  <  .05 
♦♦-Significant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source-Source  of  Variation 
Treatments -between  groups 


L-8 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR :  MCHC 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Mean  Corpus.  Hemo.  Cone 


SEX:  HALE 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


UNITS:  g/dL 


Week  27 


Std.  DUNNETT'S  DUNNETT'S  RANGES  Degree  Sun  of  Mean 

Group  N  Total  Mean  Dev.  •  t'  LO  -95%-  HI  LO  -99%  -  HI  Source  Fckn  Squares  Square 


1-M 

NA 

0.0 

0.0 

NA 

TREATMENTS 

1 

0.00000 

2-M 

NA 

0.0 

0.0 

NA 

ERROR 

0 

0.00000 

3-M 

NA 

0.0 

0.0 

NA 

4-M 

NA 

0.0 

0.0 

NA 

TOTAL 

1 

0.00000 

F  Ratio  - 

0.00 

'F' 

table  values 

F.01  = 

0.00 

F.05  =  0.00 

Coeff 

.  Var.  X  = 

0.000 

Dunnett's  'T#  table  values 

P.01  = 

0.00 

P.05  =  0.00 

Error-within  groups 
NA-Not  Applicable 


Source- Source  of  Variation 
Treatments -between  groups 


L-9 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  RETICS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Reticulocytes 


SEX:  MALE 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


UNITS:  %  RBCS 


Week  4 


Std.  DUNNETT'S  DUNNETT'S  RANGES  Degree  Sun  of  Mean 


Group 

N 

Total  Mean 

Dev. 

't' 

LO  -95X-  HI 

LO  -99*- 

HI 

Source  Fdm 

Squares 

Square 

1-M 

10 

7.4 

0.7 

0.28 

TREATMENTS  3 

4.72 

1.58 

2-M 

10 

7.6 

0.8 

0.25 

0.1 

0.0 

1.0 

0.0 

1.0 

ERROR  36 

4.49 

0.12 

3-M 

10 

7.7 

0.8 

0.38 

0.2 

0.0 

1.0 

0.0 

1.0 

4-M 

10 

15.5 

1.6 

0.46 

5.1 

0.0 

1.0* 

0.0 

1.0** 

TOTAL  39 

9.22 

F  Ratio  = 

12.62 

'F# 

table  values 

F  .01  = 

4.38 

F  .05 

=  2.86 

Coeff . 

Var.  X  = 

36.997 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05 

=  2.44 

Week 

13 

1-M 

10 

4.4 

0.4 

0.25 

TREATMENTS  3 

2.87 

0.96 

2-M 

10 

7.0 

0.7 

0.42 

1.5 

0.0 

1.0 

-0.0 

1.0 

ERROR  36 

5.33 

0.15 

3-M 

10 

4.9 

0.5 

0.28 

0.3 

0.0 

1.0 

-0.0 

1.0 

4-M 

10 

11.2 

1.1 

0.52 

4.0 

0.0 

1.0* 

-0.0 

1.0** 

TOTAL  39 

8.20 

F  Ratio  = 

6.47 

'F' 

table  values 

F.01  = 

4.38 

F  .05 

=  2.86 

Coeff. 

Var.  X  = 

55.963 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05 

=  2.44 

Week  26 


1-M 

10 

6.8 

0.7 

0.24 

TREATMENTS  3 

2.83 

0.94 

2-M 

10 

6.4 

0.6 

0.39 

0.2 

0.0 

1.0 

0.0 

1.0  ERROR  36 

5.23 

0.15 

3-M 

10 

6.8 

0.7 

0.25 

0.0 

0.0 

1.0 

0.0 

1.0  . 

4-M 

10 

12.8 

1.3 

0.55 

3.5 

0.0 

1.0* 

0.0 

1.0**  TOTAL  39 

8.06 

F  Ratio  = 

6.50 

#F' 

table  values 

F.01  = 

4.38 

F .05  =  2.86 

Coeff , 

.  Var.  X  = 

46.491 

Dunnett's  'T ' 

table 

values 

P.01  = 

3.09 

P.05  =  2.44 

*-Signif icant  Difference  from  Control  P  <  .05 
**-Signif icant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source-Source  of  Variation 
Treatments -bet ween  groups 


L-10 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Reticulocytes 


STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152 

ABBR:  RETICS  UNITS:  X  RBCs 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Week  27 


Std.  DUNNETT'S  DUNNETT'S  RANGES  Degree  Sum  of  Mean 

Group  N  Total  Mean  Dev.  9V  LO  -95%-  HI  LO  -99%-  HI  Source  Fdm  Squares  Square 


1-M 

NA 

0.0 

0.0 

NA 

TREATMENTS  -1 

0.00000 

2-M 

NA 

0.0 

0.0 

NA 

ERROR  0 

0.00000 

3-M 

NA 

0.0 

0.0 

NA 

4-M 

NA 

0.0 

0.0 

NA 

TOTAL  -1 

0.00000 

F  Ratio  = 

0.00 

'F' 

table  values 

F.01  = 

0.00 

F.05  =  0.00 

Coeff . 

Var.  X  = 

0.000 

Durmett's  'T'  table  vaLues 

P.01  = 

0.00 

P.05  =  0.00 

Error -with in  groups 
NA-Not  Applicable 


Source-Source  of  Variation 
Treatments -between  groups 


L-l  1 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 

SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Heinz  Bodies 


TOT 


STUOY 

STUOY 

ABBR : 

ID:  UIC-15B 
NO:  152 

HEINZ  BOO. 

ANALYSIS  OF  VARIANCE  F0LLOUE0  BY  OUNNETT'S 

PROCEDURE 

SEX:  MALE 

UNITS:  X  RBCs 

Week  4 

Std.  DUNNETT' 

S 

DUNNETT #S  RANGES 

Degree 

Stn  of 

Mean 

Group 

N  Total  Mean 

Dev.  't' 

LO  -95%-  HI  LO  -99X- 

HI  Source  Fckn 

Squares 

Square 

1-M 

10 

0.0 

0.0 

0.00 

TREATMENTS  3 

0.00000 

0.00000 

2-M 

10 

0.0 

0.0 

0.00 

ERROR  36 

0.00000 

0.00000 

3-M 

10 

0.0 

0.0 

0.00 

4-M 

10 

0.0 

0.0 

0.00 

TOTAL  39 

0.00000 

i 

F  Ratio  = 

0.00 

#F' 

table  values 

F .01  =  4.38 

F.05  = 

2.86 

Coeff . 

Var.  X  = 

0.000 

Dunnett's  'T#  table 

values 

P.01  =  3.09 

P.05  = 

2.44 

Week  13 

1-M 

10 

0.0 

0.0 

0.00 

TREATMENTS  3 

0.061 

0.020 

2-M 

10 

0.0 

0.0 

0.00  0.0 

-0.0 

0.0  -0.0 

0.0 

ERROR  36 

0.209 

0.006 

3-M 

10 

0.0 

0.0 

0.00  0.0 

-0.0 

0.0  -0.0 

0.0  ---* 

4-M 

10 

0.9 

0.1 

0.15  2.6 

-0.0 

0.0*  -0.0 

0.0 

TOTAL  39 

0.270 

F  Ratio  = 

3.49 

'F' 

table  values 

F.01  =  4.38 

F.05  = 

2.86 

Coeff. 

Var.  X  = 

338.641 

Oumett's  'T'  table 

values 

P.01  =  3.09 

P.05  = 

2.44 

Week  26 

1-M 

10 

0.0 

0.0 

0.00 

TREATMENTS  3 

0.009 

0.003 

2-M 

10 

0.4 

0.0 

0.08 

ERROR  36 

0.109 

0.003 

3-M 

10 

0.2 

0.0 

0.06 

4-M 

10 

0.1 

0.0 

0.03 

TOTAL  39 

0.118 

F  Ratio  = 

0.96 

'F' 

table  values 

F.01  =  4.38 

F.05  = 

2.86 

Coeff. 

Var.  X  ~ 

314.430 

Dunnett's  #T#  table 

values 

P.01  =  3.09 

P.05  = 

2.44 

Week  27 

1-M 

NA 

0.0 

0.0 

NA 

TREATMENTS  -1 

0.00000 

2-M 

NA 

0.0 

0.0 

NA 

ERROR  0 

0.00000 

3-M 

NA 

0.0 

0.0 

NA 

4-M 

NA 

0.0 

0.0 

NA 

TOTAL  -1 

0.00000 

F  Ratio  = 

0.00 

#F# 

table  values 

F.01  =  0.00 

F.05  = 

0.00 

Coeff. 

Var.  X  = 

0.000 

0unnett#s  #T#  table 

va l ues 

P.01  =  0.00 

P.05  = 

0.00 

*-Signif leant  Difference 

from  Control  P  <  .05 

Source-Source  of 

Variation 

Error-within  groups 
NA-Not  Applicable 


Treatments -between  groups 


L-12 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST :  %  Methemoglobin 


V 


ran 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  %  METHGB 


SEX:  MALE 
UNITS:  X  HGB 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total  Mean 

Std.  DUNNETT'S 
Dev.  't' 

DUNNETT'S 
LO  -95X-  HI 

RANGES 

LO  -99%- 

HI 

Degree 
Source  Fcfcn 

Sum  of 
Squares 

Mean 

Square 

1-M 

10 

6.4 

0.6 

0.25 

TREATMENTS  3 

239.73 

79.91 

2-M 

10 

7.4 

0.7 

0.27 

0.3 

-0.0 

1.0 

-0.0 

2.0 

ERROR  36 

14.87 

0.41 

3-M 

10 

11.9 

1.2 

0.19 

1.9 

-0.0 

1.0 

-0.0 

2.0 

4-M 

10 

64.9 

6.5 

1.22 

20.4 

-0.0 

1.0* 

-0.0 

2.0** 

TOTAL  39 

254.59 

F  Ratio  = 

193.51 

'F' 

table  values 

F.01  = 

4.38 

F  .05 

=  2.86 

Coef f . 

Var.  X  = 

28.371 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05 

=  2.44 

Week 

13 

1-M 

10 

8.3 

0.8 

0.23 

TREATMENTS  3 

285.61 

95.20 

2-M 

10 

8.3 

0.8 

0.34 

0.0 

-0.0 

2.0 

-0.0 

2.0 

ERROR  36 

24.11 

0.67 

3-M 

10 

23.6 

2.4 

0.59 

4.2 

-0.0 

2.0* 

-0.0 

2.0** 

4-M 

10 

73.4 

7.3 

1.47 

17.8 

-0.0 

2.0* 

-0.0 

2.0** 

TOTAL  39 

309.72 

F  Ratio  = 

142.15 

'F' 

table  values 

F.01  = 

4.38 

F.05 

=  2.86 

Coef f . 

Var.  X  = 

28.816 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05 

=  2.44 

Week 

26 

1-M 

10 

5.6 

0.6 

0.12 

TREATMENTS  3 

314.61 

104.87 

2-M 

10 

6.0 

0.6 

0.24 

0.1 

-0.0 

1.0 

-0.0 

2.0 

ERROR  36 

19.92 

0.55 

3-M 

10 

22.6 

2.3 

0.33 

5.1 

-0.0 

1.0* 

-0.0 

2.0** 

4-M 

10 

74.2 

7.4 

1.43 

20.6 

-0.0 

1.0* 

-0.0 

2.0** 

TOTAL  39 

334.54 

F  Ratio  = 

189.49 

9  F 9 

table  values 

F.01  = 

4.38 

F.05 

=  2.86 

Coeff . 

Var.  X  = 

27.452 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05 

=  2.44 

♦-Significant  Difference  from  Control  P  <  .05 
♦♦-Significant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source-Source  of  Variation 
Treatments-between  groups 


L-13 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  X  METHGB 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  %  Methemoglobin 


SEX:  MALE 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


UNITS:  X  HGB 


Week  27 


Std.  DUNNETT'S  DUNNETT'S  RANGES  Degree  Sun  of  Mean 

Group  N  Total  Mean  Dev.  't'  LO  -95V  HI  LO  -99V  HI  Source  Fdm  Squares  Square 


1-M 

NA 

0.0 

0.0 

NA 

TREATMENTS  -1 

0.00000 

2-M 

NA 

0.0 

0.0 

NA 

ERROR  0 

0.00000 

3-M 

NA 

0.0 

0.0 

NA 

4-M 

NA 

0.0 

0.0 

NA 

TOTAL  - 1 

0.00000 

F  Ratio  « 

0.00 

*  F  * 

table  values 

F  .01  = 

0.00 

F .05  =  0.00 

Coef  f 

.  Var.  %  = 

0.000 

Durmett's  'T'  table  values 

P.01  = 

0.00 

P.05  =  0.00 

Error-within  groups 
NA-Not  Applicable 


Source-Source  of  Variation 
Treatments-between  groups 


L-14 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  PIT 


Week  4 


Group 


Total 


Mean 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Platelets 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


HITT 


Std.  DUNNETT'S 
Dev.  't' 


DUNNETT'S  RANGES 
LO  -95%-  HI  LO  -99%-  HI 


Source 


Degree 

Fdm 


SEX:  MALE 


UNITS:  10A3/mrrT3 


Sum  of 
Squares 


Mean 

Square 


1- M 

2- M 

3- M 

4- M 


10 

10 

10 

10 


9545 

10187 

9446 

9978 


955 

1019 

945 

998 


99.1 

108.7 

85.0 

108.6 


TREATMENTS  3  37131 

ERROR  36  366043 

TOTAL  39  403174 


12377 

10168 


F  Ratio  =  1.22 

Coeff.  Var.  X  =  10.301 

Week  13 


'F'  table  values  F.01 

Dunnett's  'T'  table  values  P.01 


4.38 

3.09 


F  .05 
P.05 


2.86 

2.44 


1- M 

2- M 

3- M 

4- M 


10 

10 

10 

10 


10413 

9855 

9319 

8856 


1041 

986 

932 

886 


100.4 

100.9 

91.4 

106.0 


932 

932 

932 


1150 

1150* 

1150* 


903 

903 

903 


1179 

1179 

1179** 


TREATMENTS 

ERROR 


3 

36 


TOTAL  39 


135803 

358610 

494413 


45268 

9961 


F  Ratio 
Coeff.  Var.  X 


4.54 

10.385 


'F'  table  values 
Dunnett's  'T'  table  values 


F.01 

P.01 


4.38 

3.09 


F.05  = 
P.05  = 


2.86 

2.44 


Week  2  6 


1- M 

2- M 

3- M 

4- M 


10 

10 

10 

10 


10006 

9735 

9711 

8242 


1001 

974 

971 

824 


187.1 

116.8 

158.6 

154.9 


TREATMENTS 

ERROR 


3 

36 


TOTAL  39 


191494 

880175 

1071669 


63831 

24449 


F  Ratio  =  2.61  'F'  table  values  F.01 

Coeff.  Var.  X  =  16.593  Dunnett's  'T'  table  values  P.01 


4.38 

3.09 


F.05  = 
P.05  = 


2.86 

2.44 


*-Signi f leant  Difference  from  Control  P  <  .05 
**-Signif leant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source-Source  of  Variation 
Treatments- between  groups 


L-l  5 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS  HI  0  5  Y 

TEST:  Platelets  LiL1  LTl  LrvA  LT  Li 


STUDY 

STUDY 

ABBR; 

ID:  UIC-158 
NO:  152 

PIT 

ANALYSIS  OF  VARIANCE 

FOLLOWED  BY  DUNNETT'S 

PROCEDURE 

UNITS: 

SEX:  MALE 

10A3/rmT3 

Week  27 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sum  of 

Mean 

Group 

N  Total 

Mean 

Dev.  '  t# 

LO 

-95%-  HI  LO  -99%* 

HI  Source 

Fdm 

Squares 

Square 

1-M 

NA 

0  0 

NA 

TREATMENTS 

-1 

0.00000 

2-M 

NA 

0  0 

NA 

ERROR 

0 

0.00000 

3-M 

NA 

0  0 

NA 

4-M 

NA 

0  0 

NA 

TOTAL 

-1 

0.00000 

F 

Ratio  = 

0.00  'F' 

table  values 

F  .01  =  0.00 

F .05  =  0 

.00 

Coeff . 

Var.  %  = 

0.000  Dumett's  'T'  table  values 

P.01  =  0.00 

P.05  =  0 

.00 

Error-within  groups 
NA-Not  Applicable 


Source- Source  of  Variation 
Treatments -between  groups 


L-l  6 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR23  8605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 

i] 

t\  ffl  f§  Tf 

TEST:  Leukocytes 

i! 

i 

Ju  IA  IT  11 

STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152 

ABBR:  WBC  UNITS:  lCT3/mnT3 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total 

Mean 

Std.  DUNNETT'S 

Dev.  ' t' 

DUNNETT'S 

LO  -95X-  HI 

;  RANGES 

LO  -99%- 

Degree 

HI  Source  Fdn 

Sun  of 
Squares 

Mean 

Square 

1-M 

10 

165.3 

16.5 

3.01 

TREATMENTS 

3 

612.85 

204.28 

2-M 

10 

170.1 

17.0 

3.43 

0.3 

12.0 

21.0 

11.0 

22.0  ERROR 

36 

626.97 

17.42 

3-M 

10 

187.8 

18.8 

3.07 

1.2 

12.0 

21.0 

11.0 

22.0  . 

4-M 

10 

262.7 

26.3 

6.28 

5.2 

12.0 

21. 0* 

11.0 

22. 0**  TOTAL 

39 

1239.82 

F 

Ratio  « 

11. 

73  'F' 

table  values 

F.01  = 

4.38 

F.05  =  2. 

86 

Coeff. 

Var.  X  = 

21.240  Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05  =  2. 

44 

Week  13 


1-M 

10 

165.0 

16.5 

3.08 

TREATMENTS  3 

660.47 

220.16 

2-M 

10 

171.3 

17.1 

3.62 

0.3 

12.0 

21.0 

11.0 

22.0 

ERROR  36 

588.13 

16.34 

3-M 

10 

206.1 

20.6 

2.70 

2.3 

12.0 

21.0 

11.0 

22.0 

4-M 

10 

267  A 

26.7 

5.95 

5.7 

12.0 

21.0* 

11.0 

22.0** 

TOTAL  39 

1248.60 

F  Ratio  = 

13.48 

'F' 

table  values 

F.01  = 

4.38 

F.05 

=  2.86 

Coeff. 

Var.  X  = 

19.965 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05 

=  2.44 

Week 

26 

1-M 

10 

148.9 

14.9 

2.40 

TREATMENTS  3 

728.12 

ch2.71 

2-M 

10 

172.0 

17.2 

4.21 

1.2 

10.0 

20.0 

9.0 

21.0 

ERROR  36 

697.61 

19.38 

3-M 

10 

192.5 

19.3 

3.54 

2.2 

10.0 

20.0 

9.0 

21.0 

4-M 

10 

263.0 

26.3 

6.44 

5.8 

10.0 

20.0* 

9.0 

21 .0** 

TOTAL  39 

1425.74 

F  Ratio  - 

12.52 

'F' 

table  values 

F.01  = 

4.38 

F.05 

=  2.86 

Coeff. 

,  Var.  X  = 

22.679 

Dunnett's  'T ' 

table 

values 

P.01  = 

3.09 

P.05 

=  2.44 

WBC  corrected  for  NRBC  =  or  >  10 
♦-Significant  Difference  from  Control  P  <  .05 
♦♦-Significant  Difference  from  Control  P  <  .01 


Error-within  groups 
Source-Source  of  Variation 
Treatments -between  groups 


L-l  7 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Act.  Partial  Thrombo .  Time 


STUDY  10:  UIC-15B 
STUOY  NO:  152 
ABBR:  APTT 

ANALYSIS  OF  VARIANCE  FOLLOWEO  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total 

Mean 

Std.  OUNNETT'S 

Oev.  't' 

DUNNETT1 

LO  -95X-  HI 

'S  RANGES 

LO  -99X- 

Oegree 

HI  Source  Fdn 

Sun  of 
Squares 

Mean 

Square 

1-M 

NA 

0.0 

0.0 

NA 

TREATMENTS 

-1 

0.00000 

2-M 

NA 

0.0 

0.0 

NA 

ERROR 

0 

0.00000 

3-M 

NA 

0.0 

0.0 

NA 

4-M 

NA 

0.0 

0.0 

NA 

TOTAL 

-1 

0.00000 

F 

Ratio  = 

0.00 

9  F 1 

table  values 

F  .01  = 

0.00 

F .05  =  0. 

00 

Coeff. 

Var.  %  = 

0.000 

Ounnett's  'T'  table  values  P.01  = 

0.00 

P.05  =  0.00 

Week  13 


SEX:  MALE 
UNITS:  sec 


-M 

NA 

0.0 

0.0 

NA 

TREATMENTS 

-1 

660.47 

!-M 

NA 

0.0 

0.0 

NA 

ERROR 

0 

508.13 

-M 

NA 

0.0 

0.0 

NA 

-M 

NA 

0.0 

0.0 

NA 

TOTAL 

■1 

1248.60 

F  Ratio  = 

0.00 

'  F# 

table  values 

F  .01  = 

0.00 

F.05  =  0.00 

coeff . 

.  Var.  X  = 

0.000 

Ounnett's  'T#  table  values 

P.01  = 

0.00 

P.05  =  0.00 

Week  26 


1-M 

NA 

0.0 

0.0 

NA 

TREATMENTS 

1 

728.12 

2-M 

NA 

0.0 

0.0 

NA 

ERROR 

0 

697.61 

3-M 

NA 

0.0 

0.0 

NA 

4-M 

NA 

0.0 

0.0 

NA 

TOTAL 

■1 

1425.74 

F  Ratio  = 

0.00 

'F' 

table  values 

F  .01  = 

0.00 

F.05  =  0.00 

Coeff. 

.  Var.  X  = 

0.000 

Dunnett's  'T'  table  values 

P.01  = 

0.00 

P.05  =  0.00 

Error-within  groups 
NA-Not  Applicable 


Source-Source  of  Variation 
Treatments -between  groups 


L-l  8 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Nucleated  Red  Cells 


STUOY  ID:  UIC-15B 
STUDY  NO:  152 


SEX:  MALE 


ABBR: 

NRBC 

ANALYSIS  OF  VARIANCE 

FOLLOWED  BY  DUNNETT'S 

PROCEDURE 

UNITS:  COUNT 

Week 

4 

Std.  DUNNETT'S 

OUNNETT'S  RANGES 

Degree 

Sim  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't'  LO 

-95X-  HI  LO  -99X- 

HI  Source  Fdm 

Squares 

Square 

1-M 

10 

0 

0 

0.0 

TREATMENTS  3 

0.00000 

0.00000 

2-M 

10 

0 

0 

0.0 

ERROR  36 

0.00000 

0.00000 

3-M 

10 

0 

0 

0.0 

4-M 

10 

0 

0 

0.0 

TOTAL  39 

0.00000 

F  Ratio  = 

0.00 

#  F 9 

table  values 

F  .01  =  4.38 

F  .05  =  2.86 

Coeff. 

Var.  X  ~ 

0.000 

Dunnett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week 

13 

1-M 

10 

0 

0 

0.0 

TREATMENTS  3 

0.10 

0.03 

2-M 

10 

0 

0 

0.0 

ERROR  36 

1.80 

0.05 

3-M 

10 

1 

0 

0.3 

4-M 

10 

1 

0 

0.3 

TOTAL  39 

1.90 

F  Ratio  = 

0.67 

'F' 

table  values 

F.01  =  4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

447. 214 

Oumett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week 

26 

1-M 

10 

0 

0 

0.0 

TREATMENTS  3 

0.28 

0.09 

2-M 

10 

1 

0 

0.3 

ERROR  36 

6.10 

0.17 

3-M 

10 

2 

0 

0.4 

4-M 

10 

2 

0 

0.6 

TOTAL  39 

6.38 

F  Ratio  = 

0.54 

'  F 9 

table  values 

F.01  =  4.38 

F.05  =  2.86 

Coeff. 

Var.  %  = 

329.309 

Dunnett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

UBC  corrected  for  NRBC  =  or  >  10  Source-Source  of  Variation 

Error-within  groups  Treatments -between  groups 


L-19 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  M.  Neutrophils 


¥ITT 


STUDY  ID:  UIC-15B  SEX:  HALE 

STUDY  NO:  152 

ABBR :  M.  Neutrop  UNITS:  10A3/mmA3 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT' S  PROCEDURE 


Group 

>  N 

Total  Mean 

Std.  DUNNETT 'S 
Dev.  't' 

OUNNETT'S 

LO  -95  V  HI 

RANGES 

LO  -99V 

Degree 

HI  Source  Fdm 

Sum  of 
Squa res 

Mean 

Square 

1-M 

10 

27.8 

2.8 

1.26 

TREATMENTS  3 

21.94 

7.31 

2-M 

10 

21.6 

2.2 

0.85 

0.9 

1.0 

4.0 

1.0 

5.0  ERROR  36 

77.52 

2.15 

3-M 

10 

35.9 

3.6 

1.66 

1.2 

1.0 

4.0 

1.0 

5.0  . 

4-M 

10 

40.9 

4.1 

1.88 

2.0 

1.0 

4.0 

1.0 

5.0  TOTAL  39 

99.46 

F  Ratio  = 

3.40 

'F' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  X  - 

46.510 

Dumett's  'T' 

'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1-M 

10 

22.5 

2.3 

0.98 

TREATMENTS  3 

27.34 

9.11 

2-M 

10 

24.6 

2.5 

1.10 

0.4 

1.0 

3.0 

1.0 

4.0  ERROR  36 

43.21 

1.20 

3-M 

10 

32.3 

3.2 

0.73 

2.0 

1.0 

3.0 

1.0 

4.0  . 

4-M 

10 

43.6 

4.4 

1.44 

4.3 

1.0 

3.0* 

1.0 

4.0**  TOTAL  39 

70.55 

F  Ratio  = 

7.59 

'F' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

35.630 

Ounnett's  'l1 

'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-M 

10 

20.6 

2.1 

0.83 

TREATMENTS  3 

23.65 

7.88 

2-M 

10 

33.6 

3.4 

1.44 

2.3 

1.0 

3.0 

0.0 

4.0  ERROR  36 

55.60 

1.54 

3-M 

10 

32.2 

3.2 

1.60 

2.1 

1.0 

3.0 

0.0 

4.0  . 

4-M 

10 

42.2 

4.2 

0.92 

3.9 

1.0 

3.0* 

0.0 

4.0**  TOTAL  39 

79.25 

F  Ratio  = 

5.10 

'  F ' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  - 

38.655 

Dunnett's  'T1 

'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

WBC  corrected  for  NRBC  =  or  >  10 

*-Signi f icant  Difference  from  Control  P  <  .05 

**-Signi f icant  Difference  from  Control  P  <  .01 


Error-within  groups 
Source-Source  of  Variation 
Treatments -between  groups 


L-20 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  I.  Neutrophils 


1MI 


STUDY  ID: 
STUDY  NO: 


UIC-15B 

152 


SEX:  MALE 


ABBR: 

;  I.  Neutrop 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY 

OUNNETT'S 

PROCEDURE 

UNITS: 

10*3/mnT3 

Week 

4 

Std.  DUNNETT' 

S 

DUNNETT' 

S  RANGES 

Degree 

Sum  of 

Mean 

Group 

•  N 

Total  Mean 

Oev.  't' 

10  -95X-  HI 

L0  -99%- 

HI  Source  Fdm 

Squares 

Square 

1-M 

10 

0.2 

0.0 

0.04 

TREATMENTS  3 

0.0240 

0.0080 

2-M 

10 

0.0 

0.0 

0.00  0.8 

-0.0 

0.0 

-0.0 

0.0  ERROR  36 

0.1000 

0.0028 

3-M 

10 

0.6 

0.1 

0.10  1.7 

-0.0 

0.0 

-0.0 

0.0  . 

4-M 

10 

0.0 

0.0 

0.00  0.8 

-0.0 

0.0 

-0.0 

0.0  TOTAL  39 

0.1240 

F  Ratio  = 

2.88 

'  F  * 

table  values 

F  .01  = 

4.38 

F .05  =  2.86 

Coeff . 

Var.  %  = 

263.523 

Dunnett's  'T'  table 

va l ues 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1-M 

10 

0.6 

0.1 

0.13 

TREATMENTS  3 

0.011 

0.004 

2-M 

10 

0.2 

0.0 

0.06 

ERROR  36 

0.317 

0.009 

3-M 

10 

0.2 

0.0 

0.06 

4-M 

10 

0.3 

0.0 

0.09 

TOTAL  39 

0.328 

F  Ratio  = 

0.41 

'  F 9 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

288.732 

Ounnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-M 

10 

0.0 

0.0 

0.00 

TREATMENTS  3 

0.0068 

0.0023 

2-M 

10 

0.0 

0.0 

0.00 

ERROR  36 

0.0810 

0.0023 

3-M 

10 

0.0 

0.0 

0.00 

4-M 

10 

0.3 

0.0 

0.09 

TOTAL  39 

0.0878 

F  Ratio  = 

1.00 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

632.456 

Dunnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

UBC  corrected  for  NRBC  =  or  >  10  Source-Source  of  Variation 

Error-within  groups  Treatments- between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUOY  ID:  UIC-15B 
STUOY  NO:  152 
ABBR :  Lymphocyte 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Lymphocytes 


01 M  I 


SEX:  MALE 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


UNITS:  10A3/nrT3 


Group 

N 

Total  Mean 

Std.  OUNNETT'S 
Dev.  't' 

OUNNETT'S 
LO  -95X-  HI 

RANGES 

LO  -99X- 

HI 

Degree 
Source  Fdm 

Sun  of 
Squares 

Mean 

Square 

1-M 

10 

131.1 

13.1 

2.56 

TREATMENTS  3 

414.88 

138.29 

2-M 

10 

139.7 

14.0 

2.85 

0.6 

10.0 

17.0 

9.0 

18.0 

ERROR  36 

392.30 

10.90 

3-M 

10 

146.5 

14.7 

2.03 

1.0 

10.0 

17.0 

9.0 

18.0 

4-M 

10 

212.4 

21.2 

4.98 

5.5 

10.0 

17.0* 

9.0 

18.0** 

TOTAL  39 

807.18 

F  Ratio  = 

12.69 

'F' 

table  values 

F.01  = 

4.38 

F.05 

=  2.86 

Coeff. 

Var.  X  = 

20.969 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05 

=  2.44 

Week 

13 

1-M 

10 

138.2 

13.8 

3.27 

TREATMENTS  3 

385.78 

128.59 

2-M 

10 

141.3 

14.1 

3.15 

0.2 

10.0 

18.0 

9.0 

19.0 

ERROR  36 

530.09 

14.72 

3-M 

10 

168.2 

16.8 

2.70 

1.7 

10.0 

18.0 

9.0 

19.0 

4-M 

10 

215.7 

21.6 

5.57 

4.5 

10.0 

18.0* 

9.0 

19.0** 

TOTAL  39 

915.87 

F  Ratio  = 

8.73 

'F' 

table  values 

F.01  = 

4.38 

F.05 

=  2.86 

Coeff. 

Var.  X  = 

23.137 

Ounnett's  'T' 

table  values 

P.01  = 

3.09 

P.05 

=  2.44 

Week  26 


1-M 

10 

122.7 

12.3 

3.15 

2-M 

10 

132.1 

13.2 

3.04 

0.6 

8.0 

3-M 

10 

157.0 

15.7 

2.37 

2.0 

8.0 

4-M 

10 

210.8 

21.1 

5.63 

5.2 

8.0 

F  Ratio  = 

11.06 

'F' 

table  values 

Coeff. 

.  Var.  %  = 

24.139 

Dunnett's  'T' 

table 

values 

16.0 

16.0 

16.0* 

7.0 

7.0 

7.0 

17.0 

17.0 

17.0** 

TREATMENTS  3 

ERROR  36 

468.37 

508.23 

156.12 

14.12 

TOTAL  39 

976.59 

F.01  = 

P.01  = 

4.38 

3.09 

F.05 

P.05 

=  2.86 

=  2.44 

WBC  corrected  for  NRBC  =  or  >  10 
*- Significant  Oifference  from  Control  P  <  .05 
^-Significant  Difference  from  Control  P  <  .01 


Error-within  groups 
Source-Source  of  Variation 
Treatments -between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Monocytes 

i! 

-L 

P  C73 

if  ll 

STUDY 

ID:  UIC-15B 

SEX:  MALE 

STUOY 

NO:  152 

ABBR: 

Monocytes 

UNITS: 

10*3/ircnA3 

ANALYSIS  OF  VARIANCE  FOLLOWEO  BY  DUNNETT'S 

PROCEOURE 

Week  4 

Std.  OUNNETT'S  OUNNETT'S  RANGES 

Degree 

Sum  of 

Mean 

Group 

N  Total  Mean 

Dev.  't'  LO  -95X-  HI  LO  -99X- 

HI  Source  Fein 

Squares 

Square 

1-M 

10  5.1 

0.5 

0.19 

TREATMENTS  3 

1.03 

0.34 

2-M 

10  7.4 

0.7 

0.50 

ERROR  36 

5.83 

0.16 

3-M 

10  5.0 

0.5 

0.37 

4-M 

10  8.8 

0.9 

0.48 

TOTAL  39 

6.86 

F 

Ratio  =  2.12 

'F' 

table  values  F.01  =  4.38 

F.05  = 

2.86 

Coef f . 

Var.  X  =  61.200 

Dunnett's  'T'  table  values  P.01  =  3.09 

P.05  = 

2.44 

Week  13 

1-M 

10  2.7 

0.3 

0.12 

TREATMENTS  3 

1.03 

0.34 

2-M 

10  4.0 

0.4 

0.28 

ERROR  36 

4.99 

0.14 

3-M 

10  4.2 

0.4 

0.34 

4-M 

10  7.1 

0.7 

0.59 

TOTAL  39 

6.02 

F 

Ratio  =  2.49 

'F' 

table  values  F.01  =  4.38 

F.05  = 

2.86 

Coeff . 

Var.  X  =  82.701 

Ounnett's  '  T'  table  values  P.01  =  3.09 

P.05  = 

2.44 

Week  26 

1-M 

10  2.8 

0.3 

0.21 

TREATMENTS  3 

2.36 

0.79 

2-M 

10  3.9 

0.4 

0.31  0.8  -0.0  1.0  -0.0 

1.0 

ERROR  36 

3.05 

0.08 

3-M 

10  2.2 

0.2 

0.18  0.5  -0.0  1.0  -0.0 

1.0  --- 

4-M 

10  8.4 

0.8 

0.41  4.3  -0.0  1.0*  -0.0 

1.0** 

TOTAL  39 

5.41 

F 

Ratio  =  9.31 

'  F' 

table  values  F.01  =  4.38 

F.05  = 

2.86 

Coeff. 

Var.  X  =  67.244 

Ounnett's  '  T'  table  values  P.01  =  3.09 

P.05  = 

2.44 

WBC  corrected  for  NRBC  =  or  >  10 
♦-Significant  Difference  from  Control  P  <  .05 
♦♦-Significant  Difference  from  Control  P  <  .01 


Error-within  groups 
Source-Source  of  Variation 
Treatments-between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF 
TEST: 

HEMATOLOGY  TESTS  [?)  fiO  fj\ 

Eosinophils  liJ  UU  /nJ 

,n 

1 

STUDY 

10:  UIC- 

15B 

SEX:  MALE 

STUDY 

NO:  152 

ABBR: 

Eosinophi l 

UNITS: 

10A3/rrmA3 

ANALYSIS  OF  VARIANCE 

FOLLOWED  BY  OUNNETT'S 

PROCEDURE 

Week 

4 

Std.  OUNNETT'S 

OUNNETT'S  RANGES 

Oegree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Dev.  #t' 

LO 

-95X-  HI  10  -99%- 

HI  Source  Fdm 

Squares 

Square 

1-M 

10 

1.0 

0.1 

0.22 

TREATMENTS  3 

0.080 

0.027 

2-M 

10 

1.4 

0.1 

0.20 

ERROR  36 

0.964 

0.027 

3-M 

10 

0.2 

0.0 

0.06 

4-M 

10 

0.6 

0.1 

0.13 

TOTAL  39 

1.044 

F 

Ratio  = 

0.00 

'F' 

table  values 

F .01  =  4.38 

F .05  =  2.86 

Coeff. 

Var.  X  = 

204.549 

Dunnett's  ' T 9  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week 

13 

1-M 

10 

1.1 

0.1 

0.09 

TREATMENTS  3 

0.019 

0.006 

2-M 

10 

1.3 

0.1 

0.21 

ERROR  36 

0.880 

0.024 

3-M 

10 

1.1 

0.1 

0.15 

4-M 

10 

0.7 

0.1 

0.15 

TOTAL  39 

0.899 

F 

Ratio  = 

0.26 

9  F 9 

table  values 

F . 01  =  4.38 

F .05  =  2.86 

Coeff. 

Var.  X  = 

148.902 

Dunnett's  'T#  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week 

26 

1-M 

10 

2.7 

0.3 

0.23 

TREATMENTS  3 

0.21 

0.07 

2-M 

10 

2.4 

0.2 

0.23 

ERROR  36 

1.63 

0.05 

3-M 

10 

1.3 

0.1 

0.20 

4-M 

10 

1.0 

0.1 

0.19 

TOTAL  39 

1.83 

F 

:  Ratio  = 

1.51 

'  F ' 

table  values 

F.01  =  4.38 

F .05  =  2.86 

Coeff. 

Var.  X  = 

114.878 

Ounnett's  9J9  table  values 

P.01  =  3.09 

P.05  =  2.44 

WBC  corrected  for  NRBC  =  or  >  10 
Error-within  groups 


Source- Source  of  Variation 
Treatments- between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS  [?!  HD  fH\  ft?  TP 

. TEsT:Bas°phiis . . HJ..IH.  .i£lx..Jl . 

STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152 


ABBR: 

:  Basophils 

ANALYSIS  OF  VARIANCE 

FOLLOWED 

BY  OUNNETT'S 

PROCEOURE 

UNITS: 

10A3/mmA3 

Week 

4 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Oegree 

Sun  of 

Mean 

Group 

'  N 

Total  Mean 

Dev.  't'  LO 

-95X-  HI 

LO  -99X- 

HI  Source  Fdn 

Squares 

Square 

1  -M 

10 

0.0 

0.0 

0.00 

TREATMENTS  3 

0.00000 

0.00000 

2-H 

10 

0.0 

0.0 

0.00 

ERROR  36 

0.00000 

0.00000 

3-M 

10 

0.0 

0.0 

0.00 

4-M 

10 

0.0 

0.0 

0.00 

TOTAL  39 

0.00000 

F  Ratio  = 

0.00 

'  F1 

table  values 

F  .01 

=  4.38 

F.05  =  2.86 

Coeff . 

Var.  X  - 

0.000 

Ourmett's  'T'  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Week 

13 

1-M 

10 

0.0 

0.0 

0.00 

TREATMENTS  3 

0.00000 

0.00000 

2-M 

10 

0.0 

0.0 

0.00 

ERROR  36 

0.00000 

0.00000 

3-M 

10 

0.0 

0.0 

0.00 

4-M 

10 

0.0 

0.0 

0.00 

TOTAL  39 

0.00000 

F  Ratio  = 

0.00 

'  F' 

table  values 

F.01 

=  4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

0.000 

Ourmett's  'T'  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Week 

26 

1-M 

10 

0.0 

0.0 

0.00 

TREATMENTS  3 

0.00000 

w. 00000 

2-M 

10 

0.0 

0.0 

0.00 

ERROR  36 

0.00000 

0.00000 

3-M 

10 

0.0 

0.0 

0.00 

4-M 

10 

0.0 

0.0 

0.00 

TOTAL  39 

0.00000 

F  Ratio  = 

0.00 

'F' 

table  values 

F.01 

=  4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

0.000 

Dunnett's  'T'  table  values 

P.01 

=  3.09 

P.05  =  2.44 

UBC  corrected  for  NRBC  =  or  >  10 
Error-within  groups 


Source- Source  of  Variation 
Treatments-between  groups 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Erythrocytes 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  RBC  UNITS:  10A6/nnT3 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total  Mean 

Std.  DUNNETT'S 

Dev.  't' 

DUNNETT'S 
LO  -95X-  HI 

RANGES 

LO  -99%- 

HI 

Degree 
Source  Fdm 

Sun  of 
Squares 

Mean 

Square 

1-F 

10 

73.90 

7.39 

0.201 

TREATMENTS  3 

4.21 

1.40 

2-F 

10 

74.09 

7.41 

0.275 

0.17 

7.00 

8.00 

7.00 

8.00 

ERROR  36 

2.35 

0.07 

3-F 

10 

71.21 

7.12 

0.290 

2.35 

7.00 

8.00 

7.00 

8.00 

4-F 

10 

66.05 

6.61 

0.248 

6.86 

7.00 

8.00* 

7.00 

8.00** 

TOTAL  39 

6.57 

F  Ratio  = 

21.46 

9  F ' 

table  values 

F  .01  = 

4.38 

F  .05 

=  2.86 

Coeff. 

Var.  X  = 

3.586 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05 

=  2.44 

Week 

13 

1-F 

10 

79.00 

7.90 

0.375 

TREATMENTS  3 

2.66 

0.89 

2-F 

10 

77.63 

7.76 

0.509 

0.74 

7.00 

8.00 

7.00 

8.00 

ERROR  36 

6.17 

0.17 

3-F 

10 

73.78 

7.38 

0.400 

2.82 

7.00 

8.00* 

7.00 

8.00 

4-F 

10 

72.81 

7.28 

0.355 

3.34 

7.00 

8.00* 

7.00 

8.00** 

TOTAL  39 

8.83 

F  Ratio  = 

5.18 

9  F 9 

table  values 

F.01  = 

4.38 

F.05 

=  2.86 

Coeff. 

Var.  X  = 

5.460 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05 

=  2.44 

Week  26 


-F 

10 

76.92 

7.69 

0.367 

TREATMENTS  3 

0.90 

0.30 

!-F 

10 

75.38 

7.54 

0.272 

1.08 

7.00 

8.00 

7.00 

8.00  ERROR  36 

3.64 

0.10 

i-F 

10 

73.28 

7.33 

0.261 

2.56 

7.00 

8.00* 

7.00 

8.00  . 

F 

10 

73.43 

7.34 

0.358 

2.45 

7.00 

8.00* 

7.00 

8.00  TOTAL  39 

4.55 

F  Ratio  = 

2.97 

'F' 

table  values 

F.01  = 

4.38 

F.05  s  2.86 

Coeff. 

Var.  X  - 

4.256 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05  =  2.44 

*-Signif icant  Difference  from  Control  P  <  .05 
**-Signif icant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source- Source  of  Variation 
Treatments -be tween  groups 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Hemoglobin 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  HGB  UNITS:  g/dL 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total  Mean 

Std.  DUNNETT' 
Dev.  *t* 

S 

DUNNETT'S 
LO  -95X-  HI 

RANGES 

LO  -99%- 

HI 

Degree 
Source  Fc*n 

Sun  of 
Squares 

Mean 

Square 

1-F 

10 

159.7 

16.0 

0.52 

TREATMENTS  3 

13.32 

4.44 

2-F 

10 

156.6 

15.7 

0.51 

1.2 

15.0 

17.0 

15.0 

17.0 

ERROR  36 

11.53 

0.32 

3-F 

10 

154.4 

15.4 

0.77 

2.1 

15.0 

17.0 

15.0 

17.0 

4-F 

10 

144.3 

14.4 

0.40 

6.1 

15.0 

17.0* 

15.0 

17.0** 

TOTAL  39 

24.85 

F  Ratio  = 

13.87 

'  F' 

table  values 

F.01  = 

4.38 

F.05 

=  2.86 

Coeff. 

Var.  X  - 

3.681 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05 

=  2.44 

Week 

13 

1-F 

10 

158.1 

15.8 

0.62 

TREATMENTS  3 

7.73 

2.58 

2-F 

10 

153.9 

15.4 

0.59 

1.4 

15.0 

17.0 

15.0 

17.0 

ERROR  35 

16.81 

0.48 

3-F 

9 

134.9 

15.0 

0.91 

2.6 

15.0 

17.0* 

15.0 

17.0 

4-F 

10 

146.3 

14.6 

0.63 

3.8 

15.0 

17.0* 

15.0 

17.0** 

TOTAL  38 

24.54 

F  Ratio  = 

5.36 

'F' 

table  values 

F.01  = 

4.42 

F.05 

=  2.88 

Coeff. 

Var.  X  = 

4.556 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05 

=  2.44 

Week 

26 

1-F 

10 

152.3 

15.2 

0.50 

TREATMENTS  3 

6.54 

2.16 

2-F 

10 

149.5 

15.0 

0.26 

1.2 

15.0 

16.0 

15.0 

16.0 

ERROR  36 

9.57 

0.27 

3-F 

10 

147.6 

14.8 

0.40 

2.0 

15.0 

16.0 

15.0 

16.0 

4-F 

10 

141.3 

14.1 

0.76 

4.8 

15.0 

16.0* 

15.0 

16.0** 

TOTAL  39 

16.11 

F  Ratio  = 

8.20 

'F' 

table  values 

F.01  = 

4.38 

F.05 

=  2.86 

Coeff. 

Var.  X  - 

3.492 

Dunnett's  ' T' 

table 

values 

P.01  = 

3.09 

P.05 

=  2.44 

♦-Significant  Difference  from  Control  P  <  .05 
♦♦-Significant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source-Source  of  Variation 
Treatments-between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUOY  NO:  152 
ABBR:  HCT 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Hematocrit 


Sian 


SEX:  FEMALE 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


UNITS:  % 


Group 

N 

Total 

Mean 

Std.  DUNNETT'S 

Dev.  't' 

DUNNETT'S 
LO  -95X-  HI 

i  RANGES 

LO  -99X-  HI 

Degree 
Source  Fdm 

Sun  of 
Squares 

Mean 

Square 

1  -  F 

10 

429.0 

42.9 

1.91 

TREATMENTS 

3 

91.97 

30.66 

2-F 

10 

425.0 

42.5 

1.35 

0.5 

41.0 

45.0 

40.0  45.0 

ERROR 

36 

109.01 

3.03 

3-F 

10 

407.4 

40.7 

1.97 

2.8 

41.0 

45.0* 

40.0  45.0 

4-F 

10 

390.9 

39.1 

1.67 

4.9 

41.0 

45.0* 

40.0  45.0** 

TOTAL 

39 

200.99 

F 

Ratio  = 

10.12  'F' 

table  vatues 

F  .01  = 

4.38  F.05 

=  2.86 

Coeff . 

Var.  X  = 

4.213  Dunnett's  *T* 

table  values 

P.01  = 

3.09  P-05 

=  2.44 

Week  13 


-F 

10 

436.2 

43.6 

1.89 

TREATMENTS  3 

39.95 

13.32 

!-  F 

10 

429.6 

43.0 

1.57 

0.7 

41.0 

46.0 

41.0 

46.0 

ERROR  36 

150.21 

4.17 

;-f 

10 

411.4 

41.1 

2.31 

2.7 

41.0 

46.0* 

41.0 

46.0 

►-F 

10 

416.1 

41.6 

2.31 

2.2 

41.0 

46.0 

41.0 

46.0 

TOTAL  39 

190.17 

F  Ratio  = 

3.19 

'F' 

table  values 

F  .01  = 

4.38 

F.05 

=  2.86 

Coeff. 

Var.  X  = 

4.825 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05 

=  2.44 

Week 

26 

I-F 

10 

438.3 

43.8 

1.74 

TREATMENTS  3 

30.55 

10.18 

!-F 

10 

431.6 

43.2 

0.77 

0.9 

42.0 

46.0 

41.0 

46.0 

ERROR  36 

111.02 

3.08 

;-f 

10 

421.0 

42.1 

1.44 

2.2 

42.0 

46.0 

41.0 

46.0 

►  -  F 

10 

416.0 

41.6 

2.58 

2.8 

42.0 

46.0* 

41.0 

46.0 

TOTAL  39 

141.58 

F  Ratio  = 

3.30 

'  F 9 

table  values 

F  .01  = 

4.38 

F.05 

=  2.86 

Coeff. 

Var.  X  = 

4.115 

Dunnett's  'T' 

table 

va l ues 

P.01  = 

3.09 

P.05 

^  2.44 

♦-Significant  Difference  from  Control  P  <  .05 
♦♦-Significant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source-Source  of  Variation 
Treatments -between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 

SUMMARY  OF  HEMATOLOGY  TESTS  Tfj)  [S 
TEST:  Mean  Corpuscular  Volume  jjjj 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  MCV  UNITS:  fL 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY 

DUNNETT'S 

PROCEDURE 

Week 

4 

Std.  DUNNETT'S 

DUNNETT' 

S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't' 

LO  -95X-  HI 

L0  -99X- 

HI  Source  Fdn 

Squares 

Square 

1  -  F 

10 

580.4 

58.0 

1.37 

TREATMENTS  3 

24.60 

8.20 

2-F 

10 

573.7 

57.4 

1.70  0.0 

56.0 

60.0 

56.0 

60.0  ERROR  36 

87.84 

2.44 

3-F 

10 

571.9 

57.2 

1.04  1.2 

56.0 

60.0 

56.0 

60.0  . 

4-F 

10 

591.9 

59.2 

1.97  1.6 

56.0 

60.0 

56.0 

60.0  TOTAL  39 

112.44 

F  Ratio  = 

3.36 

'F' 

table  values 

F  .01  = 

4.38 

F .05  =  2.86 

Coeff. 

Var.  X  = 

2.696 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

552.5 

55.3 

2.07 

TREATMENTS  3 

22.31 

7.44 

2-F 

10 

554.4 

55.4 

2.07 

ERROR  36 

150.21 

4.17 

3-F 

10 

558.0 

55.8 

1.60 

4-F 

10 

571.6 

57.2 

2.36 

TOTAL  39 

172.52 

F  Ratio  = 

1.78 

•V 

table  values 

F  .01  = 

4.38 

F .05  =  2.86 

Coeff. 

Var.  X  = 

3.653 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

570.2 

57.0 

1.99 

TREATMENTS  3 

4.03 

1.34 

2-F 

10 

573.3 

57.3 

2.31 

ERROR  36 

186.21 

5.17 

3-F 

10 

574.9 

57.5 

1.49 

4-F 

10 

566.6 

56.7 

3.03 

TOTAL  39 

190.24 

F  Ratio  = 

0.26 

'  F' 

table  values 

F  .01  = 

4.38 

F  .05  =  2.86 

Coeff.  Var.  X  =  3.981  Dunnett#s  'T'  table  values  P.01  =  3.09  P.05  =  2.44 


Error-within  groups  Treatments -between  groups 

Source-Source  of  Variation 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  MCH 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Mean  Corpuscular  Hemoglobin 


Hill 

SEX:  FEMALE 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


UNITS:  pg 


Week  4 


Std.  DUNNETT'S  DUNNETT'S  RANGES 


Group 

N 

Total 

Mean 

Dev.  't' 

10  -95X-  HI 

LO  -99X 

1-F 

10 

216.1 

21.6 

0.66 

2-F 

10 

211.4 

21.1 

0.49 

3-F 

10 

216.9 

21.7 

0.48 

4-F 

10 

218.7 

21.9 

0.75 

F 

Ratio  = 

2.61 

'F' 

table  values 

F.01  = 

4.38 

Coeff . 

Var.  X  = 

2.821 

Dunnett's  'T'  table 

values  P.01  = 

3.09 

Degree 

Sun  of 

Mean 

Source 

Fdm 

Squares 

Square 

TREATMENTS 

3 

2.91 

0.97 

ERROR 

36 

13.34 

0.37 

TOTAL 

39 

16.25 

F .05  =  2.86 

P.05  =  2.44 


Week  13 


1-F 

10 

200.5 

20.1 

0.68 

TREATMENTS  3 

0.66 

0.22 

2-F 

10 

198.5 

19.9 

0.64 

ERROR  35 

15.70 

0.45 

3-F 

9 

181.9 

20.2 

0.64 

4-F 

10 

201.0 

20.1 

0.71 

TOTAL  38 

16.36 

F  Ratio  = 

0.49 

'F' 

table  values 

F.01  = 

4.42 

F.05  =  2.88 

Coeff. 

Var.  X  = 

3.341 

Dunnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

198.1 

19.8 

0.58 

TREATMENTS  3 

4.12 

1.37 

2-F 

10 

198.5 

19.9 

0.69  0.1 

19.0 

21.0 

19.0 

21.0  ERROR  36 

15.94 

0.44 

3-F 

10 

201.5 

20.2 

0.50  1.1 

19.0 

21.0 

19.0 

21.0  . 

4-F 

10 

192.6 

19.3 

0.84  1.8 

19.0 

21.0 

19.0 

21.0  TOTAL  39 

20.07 

F  Ratio  = 

3.10 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

3.367 

Dunnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Error- within  groups  Treatments -between  groups 

Source-Source  of  Variation 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 

TEST:  Mean  Corpus.  Hemo.  Cone. 

isflii 

STUDY 

ID:  UIC- 

15B 

SEX 

:  FEMALE 

STUDY 

NO:  152 

ABBR: 

MCHC 

UNITS:  g/dL 

ANALYSIS 

OF  VARIANCE  FOLLOWED  BY 

DUNNETT'S 

PROCEDURE 

Week 

4 

Std.  DUNNETT'S 

DUNNETT' 

S  RANGES 

Degree 

Sum  of 

Mean 

Group 

N 

Total  Mean 

Dev. 

't' 

LO  -95X-  HI 

LO  -99V 

HI  Source 

Fein 

Squares 

Square 

1-F 

10 

372.7 

37.3 

1.23 

TREATMENTS  3 

6.63 

2.21 

2-F 

10 

368.8 

36.9 

0.95 

ERROR  36 

32.21 

0.89 

3-F 

10 

379.1 

37.9 

0.66 

4-F 

10 

369.5 

37.0 

0.85 

TOTAL  39 

38.84 

F 

Ratio  = 

2.47 

'F' 

table  values 

F.01  = 

4.38 

F.05  = 

2.86 

Coeff. 

Var.  X  - 

2.539 

Durmett's  'T'  table  values 

P.01  = 

3.09 

P.05  = 

2.44 

Week 

13 

1-F 

10 

362.5 

36.3 

0.66 

TREATMENTS  3 

7.72 

2.57 

2-F 

10 

358.5 

35.9 

0.92 

1.2 

35.0 

37.0 

35.0 

37.0  ERROR  35 

19.14 

0.55 

3-F 

9 

326.7 

36.3 

0.61 

0.1 

35.0 

37.0 

35.0 

37.0  . 

4-F 

10 

351.9 

35.2 

0.72 

3.2 

35.0 

37.0* 

35.0 

37.0**  TOTAL  38 

26.86 

F 

Ratio  = 

4.71 

'F' 

table  values 

F.01  = 

4.42 

F.05  = 

2.88 

Coeff. 

Var.  X  = 

2.061 

Durmett's  'T'  table  values 

P.01  = 

3.09 

P.05  = 

2.44 

Week 

26 

1-F 

10 

347.5 

34.8 

0.73 

TREATMENTS  3 

6.58 

2.19 

2-F 

10 

346.5 

34.7 

0.62 

0.3 

34.0 

36.0 

34.0 

36.0  ERROR  36 

18.55 

0.52 

3-F 

10 

351.0 

35.1 

0.75 

1.1 

34.0 

36.0 

34.0 

36.0  . 

4-F 

10 

339.8 

34.0 

0.76 

2.4 

34.0 

36.0 

34.0 

36.0  TOTAL  39 

25.12 

F 

:  Ratio  * 

4.26 

' F ' 

table  values 

F.01  = 

4.38 

F.05  = 

2.86 

Coeff. 

Var.  X  = 

2.073 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  = 

2.44 

♦-Significant  Difference  from  Control  P  <  .05 
**-Signif icant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source-Source  of  Variation 
Treatments-between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  RET  ICS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Reticulocytes 


SEX:  FEMALE 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


UNITS:  X  RBCs 


Group 

N 

Total  Mean 

Std.  DUNNETT'S 

Dev.  't' 

DUNNETT'S 

LO  -95X-  HI 

RANGES 

LO  -99%- 

Degree 

HI  Source  Fdm 

Sun  of 
Squares 

Mean 

Square 

1  -  F 

10 

5.8 

0.6 

0.19 

TREATMENTS  3 

4.52 

1.51 

2-F 

10 

6.6 

0.7 

0.23 

0.5 

0.0 

1.0 

0.0 

1.0  ERROR  36 

4.53 

0.13 

3-F 

10 

8.6 

0.9 

0.38 

1.8 

0.0 

1.0 

0.0 

1.0  . 

4-F 

10 

14.4 

1.4 

0.51 

5.4 

0.0 

1.0* 

0.0 

1.0**  TOTAL  39 

9.05 

F  Ratio  = 

11.99 

'F' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  X  - 

40.074 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

4.8 

0.5 

0.21 

TREATMENTS  3 

1.50 

0.50 

2-F 

10 

5.8 

0.6 

0.27 

0.6 

0.0 

1.0 

-0.0 

1.0  ERROR  36 

5.15 

0.14 

3-F 

10 

6.1 

0.6 

0.47 

00 

o 

0.0 

1.0 

-0.0 

1.0  . 

4-F 

10 

9.9 

0.0 

0.48 

3.0 

0.0 

1.0* 

-0.0 

1.0  TOTAL  39 

6.65 

F  Ratio  = 

3.50 

9  F  9 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

56.876 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

11.3 

1.1 

0.22 

TREATMENTS  3 

3.31 

1.10 

2-F 

10 

9.8 

0.0 

0.36 

0.9 

1.0 

2.0 

1.0 

2.0  ERROR  36 

5.30 

0.15 

3-F 

10 

9.2 

0.9 

0.44 

1.2 

1.0 

2.0 

1.0 

2.0  . 

4-F 

10 

16.5 

1.7 

0.47 

3.0 

1.0 

2.0* 

1.0 

2.0  TOTAL  39 

8.60 

F  Ratio  = 

7.49 

'  F# 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  ~ 

32.788 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05  =  2.44 

*-Signif icant  Difference  from  Control  P  <  .05 
**-Signif icant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source-Source  of  Variation 
Treatments -be tween  groups 


L-32 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Heinz  Bodies 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUOY  NO:  152 

ABBR:  HEINZ  BOD.  UNITS:  X  RBCs 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total 

Mean 

Std.  DUNNETT'S 

Dev.  't' 

DUNNETT'S  RANGES 

LO  -95X-  HI  LO  -995C-  HI 

Degree 
Source  Fdm 

Sun  of 
Squares 

Mean 

Square 

1  -  F 

10 

0.0 

0.0 

0.00 

TREATMENTS 

3 

0.00000 

0.00000 

2-F 

10 

0.0 

0.0 

0.00 

ERROR 

36 

0.00000 

0.00000 

3-F 

10 

0.0 

0.0 

0.00 

4-F 

10 

0.0 

0.0 

0.00 

TOTAL 

39 

0.00000 

F  Ratio  =  0.00  'F'  table  values  F.01  =  4.38  F.05  =  2.86 

Coeff.  Var.  X  =  0.000  Dunnett's  *T»  table  values  P.01  =  3.09  P.05  =  2.44 


Week  13 


1  -  F 

10 

0.1 

0.0 

0.03 

TREATMENTS  3 

0.066 

0.022 

2-F 

10 

0.1 

0.0 

0.03 

0.0 

-0.0 

0.0 

-0.0 

0.0 

ERROR  36 

0.178 

0.005 

3-F 

10 

0.0 

0.0 

0.00 

0.3 

-0.0 

0.0 

-0.0 

0.0 

4-F 

10 

1.0 

0.1 

0.13 

2.9 

-0.0 

0.0* 

-0.0 

0.0 

TOTAL  39 

0.244 

F  Ratio  = 

4.45 

'F' 

table  values 

F.01  = 

4.38 

F.05 

=  2.86 

Coeff. 

.  Var.  X  = 

234.389 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05 

=  2.44 

Week 

26 

1  -  F 

10 

0.0 

0.0 

0.00 

TREATMENTS  3 

0.075 

0.025 

2-F 

10 

0.0 

0.0 

0.00 

0.0 

-0.0 

0.0 

-0.0 

0.0 

ERROR  36 

0.220 

0.006 

3-F 

10 

0.0 

0.0 

0.00 

0.0 

-0.0 

0.0 

-0.0 

0.0 

4-F 

10 

1.0 

0.1 

0.16 

2.9 

-0.0 

0.0* 

-0.0 

0.0 

TOTAL  39 

0.295 

F  Ratio  = 

4.09 

'F' 

table  values 

F.01  = 

4.38 

F.05 

=  2.86 

Coeff 

.  Var.  X  = 

312.694 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05 

=  2.44 

♦-Significant  Difference  from  Control  P  <  .05  Source-Source  of  Variation 

Error-within  groups  Treatments- between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS  IT]  fTH  /*\  1?  S? 

TEST:  %  Methemoglobin  JJJj  jj|j  |j  jj 

STUDY 

ID:  UIC-15B 

SEX 

:  FEMALE 

STUDY 

NO:  152 

ABBR : 

X  METHGB 

UNITS:  X  HGB 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY 

DUNNETT'S  PROCEDURE 

Week  4 

Std. 

DUNNETT'S  DUNNETT' 

S  RANGES 

Degree 

Sum  of 

Mean 

Group 

N  Total  Mean 

Dev. 

»t»  LO  -95V  HI 

LO  -99V  HI 

Source  Fdm 

Squares 

Square 

1  -  F 

10  7.6 

0.8 

0.14 

TREATMENTS  3 

192.06 

64.02 

2-F 

10  7.2 

0.7 

0.21 

0.1  -0.0  2.0 

-0.0  2.0 

ERROR  36 

18.52 

0.51 

3-F 

10  11.8 

1.2 

0.26 

1.3  -0.0  2.0 

_  n  n  ^  n  -  - 

U.U  c.U 

4-F 

10  59.3 

5.9 

1.39 

16.1  -0.0  2.0* 

-0.0  2.0** 

TOTAL  39 

210.58 

F 

Ratio  =  124.47 

'F' 

table  values  F.01  = 

4.38  F  .05  = 

2.86 

Coeff . 

Var.  X  =  33.396 

Dunnett's  'T 

'  table  values  P.01  = 

3.09  P.05  ^ 

2.44 

Week  13 


1  -  F 

10 

4.3 

0.4 

0.27 

TREATMENTS  3 

295.82 

98.61 

2-F 

10 

4.8 

0.5 

0.34 

0.2 

-0.0 

1.0 

-0.0 

1.0  ERROR  36 

14.42 

0.40 

3-F 

10 

16.4 

1.6 

0.32 

4.3 

-0.0 

1.0* 

-0.0 

1.0**  . 

4-F 

10 

70.3 

7.0 

1.15 

23.3 

-0.0 

1.0* 

-0.0 

1.0**  TOTAL  39 

310.24 

F  Ratio  = 

246.14 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff 

.  Var.  X  = 

26.427 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1  -  F 

10 

6.4 

0.6 

0.51 

TREATMENTS  3 

369.79 

123.26 

2-F 

10 

6.2 

0.6 

0.32 

0.0 

-1.0 

2.0 

-1.0 

2.0  ERROR  36 

43.94 

1.22 

3-F 

10 

18.3 

1.8 

0.60 

2.4 

-1.0 

2.0 

-1.0 

2.0  . 

4-F 

10 

79.6 

8.0 

2.04 

14.8 

-1.0 

2.0* 

-1.0 

2.0**  TOTAL  39 

413.73 

F  Ratio  = 

100.98 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff 

.  Var.  X  = 

39.995 

Dunnett's  'T' 

table 

values 

P.01  - 

3.09 

P.05  =  2.44 

•-Significant  Difference  from  Control  P  <  .05 
**-Signif icant  Difference  from  Control  P  <  .01 
Error -within  groups 


Source-Source  of  Variation 
Treatments -between  groups 


L-34 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Platelets 


STUDY 

ID:  UIC- 

15B 

SEX:  FEMALE 

STUDY 

NO:  152 

ABBR: 

PUT 

UNITS 

:  10*3/mnT3 

ANALYSIS  OF  VARIANCE 

FOLLOWED 

BY  DUNNETT'S 

PROCEDURE 

Week 

4 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't'  LO 

-95X-  HI 

LO  -99X- 

HI  Source  Fdm 

Squares 

Square 

1-F 

10 

10888 

1089 

139.2 

TREATMENTS  3 

161652 

53884 

2-F 

10 

10659 

1066 

130.9 

ERROR  36 

837694 

23269 

3-F 

10 

9503 

950 

216.9 

4-F 

10 

11178 

1118 

97.6 

TOTAL  39 

999347 

F 

Ratio  = 

2.32 

table  values 

F  .01 

=  4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

14.449 

Dunnett's  'T#  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

9540 

954 

158.7 

TREATMENTS  3 

143157 

47719 

2-F 

10 

9499 

950 

139.7 

ERROR  36 

697145 

19365 

3-F 

10 

8865 

887 

79.0 

4-F 

10 

10537 

1054 

162.9 

TOTAL  39 

840303 

F 

Ratio  = 

2.46 

'  F' 

table  values 

F.01 

=  4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

14.480 

Dunnett's  'T'  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

9797 

980 

133.1 

TREATMENTS  3 

40686 

13562 

2-F 

10 

9026 

903 

146.2 

ERROR  36 

592127 

16448 

3-F 

10 

9415 

942 

94.9 

4-F 

10 

9795 

980 

133.1 

TOTAL  39 

632814 

F 

Ratio  = 

0.82 

'  F ' 

table  values 

F.01 

=  4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

13.488 

Dunnett's  'T'  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Error-within  groups  Treatments -be tween  groups 

Source-Source  of  Variation 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  UBC 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Leukocytes 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


UNITS:  10*3/11171*3 


Group 

>  N 

Total  Mean 

Std.  OUNNETT'S 

Dev.  't' 

DUNNETT'S 

LO  -95X-  HI 

RANGES 

LO  -99X- 

HI 

Degree 

Source  Fdm 

Sun  of 
Squares 

Mean 

Square 

1-F 

10 

158.9 

15.9 

3.41 

TREATMENTS  3 

1094.89 

364.96 

2-F 

10 

158.9 

15.9 

2.91 

0.0 

12.0 

20.0 

10.0 

21.0 

ERROR  36 

567.15 

15.75 

3-F 

10 

148.6 

14.9 

2.63 

0.6 

12.0 

20.0 

10.0 

21.0 

4-F 

10 

275.9 

27.6 

6.01 

6.6 

12.0 

20.0* 

10.0 

21.0** 

TOTAL  39 

1662.04 

F  Ratio  = 

23.17 

9  F 9 

table  values 

F  .01  = 

4.38 

F.05 

=  2.86 

Coeff . 

Var.  X  = 

21.388 

Durmett's  'T' 

table  values 

P.01  = 

3.09 

P.05 

=  2.44 

Week 

13 

1-F 

10 

152.8 

15.3 

4.16 

TREATMENTS  3 

980.74 

326.91 

2-F 

10 

154.1 

15.4 

3.79 

0.1 

10.0 

20.0 

9.0 

22.0 

ERROR  36 

733.51 

20.38 

3-F 

10 

139.3 

13.9 

2.10 

0.7 

10.0 

20.0 

9.0 

22.0 

4-F 

10 

262.3 

26.2 

6.74 

5.4 

10.0 

20.0* 

9.0 

22.0** 

TOTAL  39 

1714.24 

F  Ratio  = 

16.04 

'F' 

table  values 

F  .01  = 

4.38 

F.05 

=  2.86 

Coeff. 

Var.  X  - 

25.484 

Dumett's  'T' 

table  values 

P.01  = 

3.09 

P.05 

=  2.44 

Week 

26 

1-F 

10 

126.0 

12.6 

3.82 

TREATMENTS  3 

662.57 

220.86 

2-F 

10 

109.8 

11.0 

3.01 

1.2 

9.0 

16.0 

8.0 

17.0 

ERROR  36 

336.43 

9.35 

3-F 

10 

109.7 

11.0 

1.55 

1.2 

9.0 

16.0 

8.0 

17.0 

4-F 

10 

207.9 

20.8 

3.37 

6.0 

9.0 

16.0* 

8.0 

17.0** 

TOTAL  39 

998.99 

F  Ratio  = 

23.63 

'  F' 

table  values 

F  .01  = 

4.38 

F.05 

=  2.86 

Coeff. 

Var.  %  = 

22.096 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05 

=  2.44 

WBC  corrected  for  NRBC  =  or  >  10 
•-Significant  Difference  from  Control  P  <  .05 
**-Signif icant  Oifference  from  Control  P  <  .01 


Error-within  groups 
Source-Source  of  Variation 
Treatments -between  groups 
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STUOY  ID:  UIC-15B 
STUOY  NO:  152 
ABBR:  APTT 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Act.  Partial  Thrombo.  Time  i£ 


SEX:  FEMALE 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  OUNNETT'S  PROCEDURE 


UNITS:  sec 


Week  4 


Std.  DUNNETT'S  DUNNETT'S  RANGES  Oegree  Sum  of  Mean 

Group  N  Total  Mean  Oev.  ' t '  10  -952-  HI  LO  -992-  HI  Source  Fc*n  Squares  Square 


1-F 

NA 

0.0 

0.0 

NA 

TREATMENTS 

-1 

0.00000 

2-F 

NA 

0.0 

0.0 

NA 

ERROR 

0 

0.00000 

3-F 

NA 

0.0 

0.0 

NA 

4-F 

NA 

0.0 

0.0 

NA 

TOTAL 

-1 

0.00000 

F  Ratio  = 
Coeff.  Var.  2  = 


0.00  '  F'  table  values  F.01 

0.000  Ourmett's  'T'  table  values  P.01 


0.00  F .05  =  0.00 

0.00  P.05  =  0.00 


Week  13 


1-F 

NA 

0.0 

0.0 

NA 

TREATMENTS 

1 

980.74 

2-F 

NA 

0.0 

0.0 

NA 

ERROR 

0 

733.51 

3-F 

NA 

0.0 

0.0 

NA 

4-F 

NA 

0.0 

0.0 

NA 

TOTAL 

1 

1714.24 

F  Ratio  = 

0.00 

'F' 

table  values 

F.01  = 

0.00 

F .05  =  0.00 

Coeff. 

Var.  %  = 

0.000 

Oumett's  'T'  table 

values 

P.01  = 

0.00 

P.05  =  0.00 

Week 

26 

1-F 

NA 

0.0 

0.0 

NA 

TREATMENTS 

1 

662.57 

2-F 

NA 

0.0 

0.0 

NA 

ERROR 

0 

336.43 

3-F 

NA 

0.0 

0.0 

NA 

4-F 

NA 

0.0 

0.0 

NA 

TOTAL 

1 

998.99 

F  Ratio  = 

0.00 

1  F # 

table  values 

F.01  = 

0.00 

F .05  =  0.00 

Coeff. 

Var.  %  = 

0.000 

Dunnett's  #T'  table 

values 

P.01  = 

0.00 

P.05  =  0.00 

Error-within  groups 
NA-Not  Applicable 


Source- Source  of  Variation 
Treatments -between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Nucleated  Red  Cells 


WMJ 


STUDY  ID:  UIC-158 
STUDY  NO:  152 
ABBR :  NRBC 


SEX:  FEMALE 


UNITS:  COUNT 


ANALYSIS  OF  VARIANCE 

FOLLOWED  BY  DUNNETT'S 

PROCEDURE 

Week 

4 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sum  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't'  LO 

-95X-  HI  LO  -99X- 

HI  Source  Fdm 

Squares 

Square 

1-F 

10 

0 

0 

0.0 

TREATMENTS  3 

0.10 

0.03 

2-F 

10 

1 

0 

0.3 

ERROR  36 

1.80 

0.05 

3-F 

10 

1 

0 

0.3 

4-F 

10 

0 

0 

0.0 

TOTAL  39 

1.90 

F  Ratio  = 

0.67 

'F' 

table  values 

F.01  =  4.38 

F .05  =  2.86 

Coeff. 

Var.  X  = 

447.214 

Dunnett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

0 

0 

0.0 

TREATMENTS  3 

0.00000 

0.00000 

2-F 

10 

0 

0 

0.0 

ERROR  36 

0.00000 

0.00000 

3-F 

10 

0 

0 

0.0 

4-F 

10 

0 

0 

0.0 

TOTAL  39 

0.00000 

F  Ratio  = 

0.00 

'F' 

table  values 

F.01  =  4.38 

F .05  =  2.86 

Coeff . 

Var.  X  = 

0.000 

Dunnett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week  26 


1-F 

10 

3 

0 

0.7 

TREATMENTS  3 

0.50 

0.17 

2-F 

10 

4 

0 

0.0 

ERROR  36 

15.00 

0.42 

3-F 

10 

1 

0 

0.3 

4-F 

10 

2 

0 

0.4 

TOTAL  39 

15.50 

F  Ratio  = 

0.40 

'F' 

table  values 

F.01  = 

4.38 

F. 05  =  2.86 

.  Coeff. 

.  Var.  X  = 

258.199 

Dunnett's  'T'  table  values 

P.D1  = 

3.09 

P.D5  =  2.44 

WBC  corrected  for  NRBC  =  or  >  10 
Error-within  groups 


Source-Source  of  Variation 
Treatments- between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 

rri 

[F)  m 

P 

TEST:  M.  Neutrophils 

|!  I 

Lti  ini 

If 

!  1 

u 

STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR :  M.  Neutrop  UNITS:  10A3/mmA3 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Std.  DUNNETT'S 

DUNNETT'S 

RANGES 

Degree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Dev. 

't' 

LO  -95X-  HI 

LO  -99V 

HI  Source  Fc*n 

Squares 

Square 

1  -  F 

10 

26.8 

2.7 

1.72 

TREATMENTS  3 

42.39 

14.13 

2-F 

10 

17.4 

1.7 

1.07 

1.6 

1.0 

4.0 

1.0 

4.0  ERROR  36 

59.95 

1.67 

3-F 

10 

19.5 

2.0 

0.93 

1.3 

1.0 

4.0 

1.0 

4.0  . 

4-F 

10 

43.6 

4.4 

1.30 

2.9 

1.0 

4.0* 

1.0 

4.0  TOTAL  39 

102.34 

F  Ratio  = 

8.48 

•f 

table  values 

F.01  = 

4.38 

F .05  =  2.86 

Coef f . 

Var.  X  = 

48.106 

Dumett's  'T' 

table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

16.2 

1.6 

0.95 

TREATMENTS  3 

11.84 

3.95 

2-F 

10 

14.4 

1.4 

0.69 

0.4 

1.0 

3.0 

0.0 

3.0  ERROR  36 

32.02 

0.89 

3-F 

10 

24.0 

2.4 

0.58 

1.8 

1.0 

3.0 

0.0 

3.0  . 

4-F 

10 

27.6 

2.8 

1.36 

2.7 

1.0 

3.0* 

0.0 

3.0  TOTAL  39 

43.86 

F  Ratio  = 

4.43 

'  F' 

table  values 

F.01  = 

4.38 

F . 05  =  2.86 

Coeff . 

Var.  X  = 

45.896 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

22.2 

2.2 

1.37 

TREATMENTS  3 

22-90 

7.63 

2-F 

10 

14.0 

1.4 

0.87 

1.7 

1.0 

3.0 

1.0 

4.0  ERROR  36 

40.18 

1.12 

3-F 

10 

24.6 

2.5 

0.69 

0.5 

1.0 

3.0 

1.0 

4.0  . 

4-F 

ID 

35.2 

3.5 

1.17 

2.8 

1.0 

3.D* 

1.0 

4.D  TOTAL  39 

63.08 

F  Ratio  = 

6.84 

'F' 

table  values 

F.01  s 

4.38 

F .05  =  2.86 

Coeff. 

Var.  X  - 

44.017 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05  =  2.44 

UBC  corrected  for  NRBC  =  or  >  ID 

*-Signi f icant  Difference  from  Control  P  <  .D5 

Error-within  groups 


Source-Source  of  Variation 
Treatments -between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  I.  Neutrophils 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  I.  Neutrop  UNITS:  1(T3/iimA3 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total 

Mean 

Std.  DUNNETT'S 

Dev.  't' 

DUNNETT1 

LO  -95X-  HI 

'S  RANGES 

LO  -99X-  HI 

Degree 
Source  Fdm 

Sum  of 
Squares 

Mean 

Square 

1-F 

10 

0.2 

0.0 

0.06 

TREATMENTS 

3 

0.C24 

0.008 

2-F 

10 

0.0 

0.0 

0.00 

ERROR 

36 

0.360 

0.010 

3-F 

10 

0.0 

0.0 

0.00 

4-F 

10 

0.6 

0.1 

0.19 

TOTAL 

39 

0.384 

F 

Ratio  = 

0.80  'F' 

table  values 

F  .01  = 

4.38  F.05 

=  2. 

86 

Coeff. 

Var.  X  = 

500.000  Dunnett's  'T'  table  values  P.01  = 

3.09  P.05 

=  2. 

44 

Week  13 


1-F 

10 

0.0 

0.0 

0.00 

TREATMENTS  3 

0.045 

0.015 

2-F 

10 

0.0 

0.0 

0.00 

0.0 

-0.0 

0.0 

-0.0 

0.0  ERROR  36 

0.185 

0.005 

3-F 

10 

0.1 

0.0 

0.03 

0.3 

-0.0 

0.0 

-0.0 

0.0  . 

4-F 

10 

0.8 

0.1 

0.14 

2.5 

-0.0 

0.0* 

-0.0 

0.0  TOTAL  39 

0.230 

F  Ratio  = 

2.90 

9  F 9 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff 

.  Var.  X  =■ 

318.605 

Dunnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Week  26 


-F 

10 

0.0 

0.0 

0.00 

TREATMENTS  3 

0.00000 

0.00000 

!-F 

10 

0.0 

0.0 

0.00 

ERROR  36 

0.00000 

0.00000 

1-F 

10 

0.0 

0.0 

0.00 

-F 

10 

0.0 

0.0 

0.00 

TOTAL  39 

0.00000 

F  Ratio  = 

0.00 

'F' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff. 

.  Var.  X  - 

0.000 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  '2.44 

WBC  corrected  for  NRBC  =  or  >  10 
*-Signi f icant  Difference  from  Control 
Error-within  groups 


P  <  .05 


Source-Source  of  Variation 
Treatments -between  groups 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS  ffD  [s)  [J\ 

TEST:  Lymphocytes  [£J  [Jy 

P  C73 

If  II 

STUDY 

ID:  UIC- 

15B 

SEX:  FEMALE 

STUDY 

NO:  152 

ABBR: 

Lymphocyte 

UNITS 

:  10*3/mrrr3 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY 

DUNNETT'S 

PROCEDURE 

Week 

4 

Std.  DUNNETT'S 

DUNNETT' 

S  RANGES 

Degree 

Sum  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't'  LO  -95%-  HI 

LO  -991C- 

HI  Source  Fdn 

Squares 

Square 

1  -  F 

10 

127.5 

12.8 

2.26 

TREATMENTS  3 

666.91 

222.30 

2-F 

10 

136.9 

13.7 

2.51  0.6  9.0 

17.0 

8.0 

18.0  ERROR  36 

469.70 

13.05 

3-F 

10 

125.4 

12.5 

2.03  0.1  9.0 

17.0 

8.0 

18.0  . 

4-F 

10 

223.7 

22.4 

6.05  6.0  9.0 

17.0* 

8.0 

18.0**  TOTAL  39 

1136.61 

F 

Ratio  = 

17.04 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

23.551 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

133.0 

13.3 

3.47 

TREATMENTS  3 

816.04 

272.01 

2-F 

10 

134.9 

13.5 

3.56  0.1  9.0 

18.0 

7.0 

19.0  ERROR  36 

659.09 

18.31 

3-F 

10 

111.7 

11.2 

2.07  1.1  9.0 

18.0 

7.0 

19.0  . 

4-F 

10 

228.7 

22.9 

6.65  5.0  9.0 

18.0* 

7.0 

19.0**  TOTAL  39 

1475.13 

F 

Ratio  =s 

14.86 

'  F' 

table  values 

F.01  = 

4.38 

F.05  -  2.86 

Coeff. 

Var.  X  = 

28.136 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

100.5 

10.1 

2.97 

TREATMENTS  3 

473.24 

157.75 

2-F 

10 

93.0 

9.3 

2.46  0.6  7.0 

13.0 

6.0 

14.0  ERROR  36 

260.28 

7.23 

3-F 

10 

82.6 

8.3 

1.24  1.5  7.0 

13.0 

6.0 

14.0  . 

4-F 

10 

170.1 

17.0 

3.53  5.8  7.0 

13.0* 

6.0 

14.0**  TOTAL  39 

733.52 

F 

Ratio  = 

21.82 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

24.104 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

WBC  corrected  for  NRBC  =  or  >  10  Error-within  groups 

*-Signtficant  Difference  from  Control  P  <  .D5  Source-Source  of  Variation 

**- Significant  Difference  from  Control  P  <  .01  Treatments -be tween  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Monocytes 


STUDY 

ID:  UIC- 

15B 

SEX:  FEMALE 

STUDY 

NO:  152 

ABBR: 

Monocytes 

UNITS 

:  10A3/mmA3 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY 

DUNNETT'S 

PROCEDURE 

Week 

4 

Std.  DUNNETT' 

S 

DUNNETT' 

S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't' 

LO  -95V  HI 

LO  -99X- 

HI  Source  Fein 

Squares 

Square 

1-F 

10 

2.5 

0.3 

0.18 

TREATMENTS  3 

1.60 

0.53 

2-F 

10 

4.0 

0.4 

0.41  0.0 

-0.0 

1.0 

-0.0 

1.0  ERROR  36 

4.07 

0.11 

3-F 

10 

2.5 

0.3 

0.15  0.0 

-0.0 

1.0 

-0.0 

1.0  . 

4-F 

10 

7.4 

0.7 

0.48  3.3 

-0.0 

1.0* 

-0.0 

1.0**  TOTAL  39 

5.68 

F 

Ratio  = 

4.72 

'F' 

table  values 

F.01  = 

4.38 

F  .05  =  2.86 

Coef  f . 

Var.  X  = 

82.049 

Dunnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

2.8 

0.3 

0.15 

TREATMENTS  3 

0.21 

0.07 

2-F 

10 

3.2 

0.3 

0.24 

ERROR  36 

2.38 

0.07 

3-F 

10 

2.7 

0.3 

0.18 

4-F 

10 

4.5 

0.5 

0.39 

TOTAL  39 

2.58 

F 

Ratio  = 

1.04 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coef f . 

Var.  X  = 

77.883 

Dunnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

2.2 

0.2 

0.17 

TREATMENTS  3 

0.02 

0.01 

2-F 

10 

1.8 

0.2 

0.09 

ERROR  36 

1.16 

0.03 

3-F 

10 

1.6 

0.2 

0.18 

4-F 

10 

2.0 

0.2 

0.24 

TOTAL  39 

1.18 

F 

Ratio  = 

0.21 

'  F ' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  %  = 

94.314 

Dunnett's  '  T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

WBC  corrected  for  NRBC  =  or  >  10 

*-Signi f icant  Difference  from  Control  P  <  .05 

**-Signif leant  Difference  from  Control  P  <  .01 


Error-within  groups 
Source-Source  of  Variation 
Treatments -between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 

- N 

r, 

Hit 

TEST:  Eosinophils 

t 

L* 

ua  /a  if  u 

STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 


ABBR : 

Eosinophi l 

ANALYSIS  OF  VARIANCE  FOLLOWED 

BY  DUNNETT'S 

PROCEDURE 

UNITS: 

lO^/mm^ 

Week 

4 

Std.  DUNNETT'S  DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't'  LO  -95X-  H! 

LO  -99Z- 

HI  Source  Fdm 

Squares 

Square 

1-F 

10 

1.5 

0.2 

0.14 

TREATMENTS  3 

0.104 

0.035 

2-F 

10 

0.7 

0.1 

0.08 

ERROR  36 

0.712 

0.020 

3-F 

10 

1.7 

0.2 

0.21 

4-F 

10 

0.5 

0.1 

0.11 

TOTAL  39 

0.816 

F  Ratio  = 

1.75 

'F' 

table  values  F.01 

=  4.38 

F.05  =  2.86 

Coef f . 

Var.  X  = 

127.849 

Dunnett's  'T'  table  values  P.01 

=  3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

1.2 

0.1 

0.12 

TREATMENTS  3 

0.011 

0.004 

2-F 

10 

1.2 

0.1 

0.09 

ERROR  36 

0.777 

0.022 

3-F 

10 

0.8 

0.1 

0.13 

4-F 

10 

1.1 

0.1 

0.21 

TOTAL  39 

0.788 

F  Ratio  = 

0.17 

'F' 

table  values  F.01 

=  4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

136.663 

Dunnett's  'T'  table  values  P.01 

=  3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

1.2 

0.1 

0.11 

TREATMENTS  3 

0.019 

0.006 

2-F 

10 

0.9 

0.1 

0.07 

ERROR  36 

0.389 

0.011 

3-F 

10 

1.0 

0.1 

0.08 

4-F 

10 

0.6 

0.1 

0.13 

TOTAL  39 

0.408 

F  Ratio  = 

0.58 

'F' 

table  values  F.01 

=  4.38 

F.05  =  2.86 

Coeff . 

Var.  %  = 

112.378 

Dunnett's  'T'  table  values  P.01 

=  3.09 

P.05  =  2.44 

WBC  corrected  for  NRBC  =  or  >  10 
Error-uithin  groups 


Source-Source  of  Variation 
Treatments-between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Basophils 


na 


ip  •< 


STUOY  10:  UIC-15B 
STUOY  NO:  152 


SEX:  FEMALE 


ABBR: 

Basophils 

ANALYSIS  OF  VARIANCE 

FOLLOWEO  BY  OUNNETT'S 

PROCEDURE 

UNITS: 

10A3/mmA3 

Week  4 

Std.  OUNNETT'S 

OUNNETT'S  RANGES 

Oegree 

Sum  of 

Mean 

Group 

N  Total  Mean 

Oev.  't'  LO 

-95X-  HI  LO  -99X- 

HI  Source  Fcfrn 

Squares 

Square 

1  -  F 

10 

0.2 

0.0 

0.06 

TREATMENTS  3 

0.0030 

0.0010 

2-F 

10 

0.0 

0.0 

0.00 

ERROR  36 

0.0360 

0.0010 

3-F 

10 

0.0 

0.0 

0.00 

4-F 

10 

0.0 

0.0 

0.00 

TOTAL  39 

0.0390 

F  Ratio  = 

1.00 

'  F ' 

table  values 

F .01  =  4.38 

F .05  =  2.86 

Coef f . 

Var.  X  = 

632.456 

Ourmett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week  13 

1  -  F 

10 

0.0 

0.0 

0.00 

TREATMENTS  3 

0.00000 

0.00000 

2-F 

10 

0.0 

0.0 

0.00 

ERROR  36 

0.00000 

0.00000 

3-  F 

10 

0.0 

0.0 

0.00 

4-F 

10 

0.0 

0.0 

0.00 

TOTAL  39 

0.00000 

F  Ratio  = 

0.00 

9  F 9 

table  values 

F.01  =  4.38 

F.05  =  2.86 

Coef f . 

Var.  X  = 

0.000 

Ounnett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week  26 


1  -  F 

10 

0.0 

0.0 

0.00 

TREATMENTS  3 

0.00000 

0.00000 

2-F 

10 

0.0 

0.0 

0.00 

ERROR  36 

0.00000 

0.00000 

3-F 

10 

0.0 

0.0 

0.00 

4-F 

10 

0.0 

0.0 

0.00 

TOTAL  39 

0.00000 

F  Ratio  = 

0.00 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff . 

.  Var.  X  = 

0.000 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

WBC  corrected  for  NRBC  =  or  >  10 
Error-uithin  groups 


Source-Source  of  Variation 
Treatments -between  groups 
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STUDY  ID:  UIC-15B 
STUOY  NO:  152 
ABBR:  ALT 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Alanine  Aminotransferase 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


SEX:  MALE 
UNITS:  IU/L 


Group 

N 

Total 

Mean 

Std.  DUNNETT'S 

Dev.  't' 

DUNNETT1 
LO  -95%-  HI 

'S  RANGES 

LO  -99V 

Degree 

HI  Source  Fdm 

Sum  of 
Squares 

Mean 

Square 

1  M 

10 

529 

53 

8.7 

TREATMENTS 

3 

207.08 

69.03 

2-M 

10 

524 

52 

9.8 

ERROR 

36 

2368.70 

65.80 

3-M 

10 

529 

53 

7.2 

4-M 

10 

475 

48 

6.3 

TOTAL 

39 

2575.78 

F 

Ratio  = 

1.05 

1  F 9 

table  values 

F  .01  = 

4.38 

F .05  =  2. 

86 

Coeff . 

Var.  %  = 

15.774 

Dunnett's  'T'  table  values  P.01  = 

3.09 

P.05  =  2.44 

Week  13 


1  M 

10 

651 

65 

14.3 

TREATMENTS  3 

1643.40 

547.80 

2-M 

10 

622 

62 

13.1 

ERROR  36 

8030.20 

223.06 

3-M 

10 

603 

60 

9.4 

4-M 

10 

768 

77 

20.7 

TOTAL  39 

9673.60 

F  Ratio  = 

2.46 

'F' 

table  values 

F.01  = 

4.38 

F .05  =  2.86 

Coeff. 

Var.  %  = 

22.595 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1  M 

10 

753 

75 

15.7 

TREATMENTS  3 

2995 

998 

2-M 

10 

807 

81 

42.5 

ERROR  36 

28276 

785 

3-M 

10 

648 

65 

14.4 

4-M 

10 

886 

89 

29.7 

TOTAL  39 

31271 

F  Ratio  = 

1.27 

'  F' 

table  values 

F.01  = 

4.38 

F .05  =  2.86 

Coeff. 

Var.  X  = 

36.233 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error* within  groups  Treatments -be tween  groups 

Source-Source  of  Variation 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 

SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 

TEST:  Sorbitol  Dehydrogenase  | jy  jjlj 


STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152 

ABBR:  SDH  UNITS:  IU/l 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

i  N 

Total 

Mean 

Std.  DUNNETT'S 

Dev.  't# 

10 

DUNNETT 

-95X-  H! 

'S  RANGES 

10  -99X- 

Degree 

HI  Source  Fdm 

Sun  of 
Squares 

Mean 

Square 

1  M 

10 

155.1 

15.5 

8.40 

TREATMENTS  3 

90.21 

30.07 

2-M 

10 

186.8 

18.7 

8.53 

ERROR  36 

2648.30 

73.56 

3-M 

10 

162.8 

16.3 

10.71 

4-M 

10 

190.0 

19.0 

6.02 

TOTAL  39 

2738.51 

F  Ratio  - 

0.41  'F' 

table  values 

F.01  = 

4.38 

F  .05  =  2.86 

Coeff . 

Var.  X  = 

49.385  Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1  M 

10 

200. 7 

20.1 

13.31 

TREATMENTS  3 

84.72 

28.24 

2-M 

10 

164.2 

16.4 

7.08 

ERROR  36 

3038.52 

84.40 

3-M 

10 

182.1 

18.2 

8.55 

4-M 

10 

166.8 

16.7 

6.10 

TOTAL  39 

3123.24 

F  Ratio  = 

0.33  'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

51.483  Dunnett's  ' T '  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1  M 

10 

130.1 

13.0 

4.44 

TREATMENTS  3 

122.43 

40.81 

2-M 

10 

159.7 

16.0 

7.60 

ERROR  35 

1566.73 

44.76 

3-M 

10 

124.2 

12.4 

6.57 

4-M 

9 

148.4 

16.5 

7.74 

TOTAL  38 

1689.16 

F  Ratio  = 

0.91  'f 

table  values 

F.01  = 

4.42 

F.05  =  2.88 

Coeff. 

Var.  X  = 

46.396  Dunnett's  'T#  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error-within  groups  Treatments- bet ween  groups 

Source-Source  of  Variation 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY 
TEST:  Total  Protein 

TESTS 

E)  [E 

I 

STUDY 

ID:  UIC-15B 

SEX:  MALE 

STUDY 

NO:  152 

ABBR: 

TP 

UNITS:  g/dL 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 

Week  4 

Std.  DUNNETT'S  DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N  Total  Mean 

Dev.  't'  LO  -95X-  HI  LO  -99X-  HI 

Source  Fdm 

Squares 

Square 

1  M 

10  77.3 

7.7 

0.78 

TREATMENTS  3 

0.34 

0.11 

2-M 

10  78.2 

7.8 

0.48 

ERROR  36 

10.95 

0.30 

3-M 

10  76.9 

7.7 

0.41 

4-M 

10  79.3 

7.9 

0.45 

TOTAL  39 

11.29 

F 

Ratio  =  0.37 

'F 

'  table  values  F.01  =  4.38 

F  .05  = 

2.86 

Coeff. 

Var.  X  =  7.077 

Dunnett's  'T'  table  values  P.01  =  3.09 

P.05  = 

2.44 

Week  13 


1  M  10 

83.3 

8.3 

0.60 

TREATMENTS  3 

1.26 

0.42 

2-M  10 

79.0 

7.9 

0.37 

ERROR  36 

9.56 

0.27 

3-M  10 

79.8 

8.0 

0.57 

4-M  10 

79.0 

7.9 

0.49 

TOTAL  39 

10.82 

F  Ratio  = 

1.59 

'  F ' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff.  Var.  X  = 

6.418 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1  M  10 

75.9 

7.6 

0.56 

TREATMENTS  3 

0.93 

0.31 

2-M  10 

73.3 

7.3 

0.61 

ERROR  36 

10.11 

0.28 

3-M  10 

76.0 

7.6 

0.45 

4-M  10 

72.6 

7.3 

0.48 

TOTAL  39 

11.04 

F  Ratio  = 

1.10 

1  F ' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff.  Var.  X  = 

7.119 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error-uithin  groups  Treatments-between  groups 

Source-Source  of  Variation 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


1  IS  IF  T 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST :  Albumin 


STUDY  ID:  UIC-15B  SEX:  HALE 

STUDY  NO:  152 

ABBR:  ALB  UNITS:  g/dL 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

Week 

i  N 

4 

Total  Mean 

Std.  DUNNETT'S 

Dev.  't' 

LO 

0UNNETT 
-95X-  HI 

'S  RANGES 

LO  -99X- 

Degree 

HI  Source  Fcfcn 

Sum  of 
Squares 

Mean 

Square 

1  M 

10 

39.8 

4.0 

0.36 

TREATMENTS  3 

0.19 

0.06 

2-M 

10 

39.4 

3.9 

0.23 

ERROR  36 

2.40 

0.07 

3-M 

10 

40.5 

4.1 

0.25 

4-M 

10 

41.2 

4.1 

0.15 

TOTAL  39 

2.59 

F  Ratio  = 

0.94 

'F' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

6.420 

Ounnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1  M 

10 

42.9 

4.3 

0.40 

TREATMENTS  3 

0.22 

0.07 

2-M 

10 

41.1 

4.1 

0.21 

ERROR  36 

3.65 

0.10 

3-M 

10 

42.0 

4.2 

0.36 

4-M 

10 

42.9 

4.3 

0.26 

TOTAL  39 

3.87 

F  Ratio  = 

0.73 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

7.538 

Ounnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1  M 

10 

42.1 

4.2 

0.28 

TREATMENTS  3 

0.25 

0.08 

2-M 

10 

39.9 

4.0 

0.24 

ERROR  36 

2.49 

0.07 

3-M 

10 

41.3 

4.1 

0.31 

4-M 

10 

40.9 

4.1 

0.21 

TOTAL  39 

2.74 

F  Ratio  = 

1.21 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

6.404 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error -within  groups  Treatments -between  groups 

Source-Source  of  Variation 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Total  Bile  Acids 


i  !l 

bJ 


in 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 


SEX:  MALE 


ABBR: 

TBA 

ANALYSIS  OF  VARIANCE 

FOLLOWED  BY  DUNNETT'S 

PROCEDURE 

UNITS 

:  umol/L 

Week 

4 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't' 

LO 

-95%-  HI  LO  -99V 

HI  Source  Fdm 

Squares 

Square 

1  M 

10 

246.9 

24.7 

7.58 

TREATMENTS  3 

609 

203 

2-M 

10 

341.3 

34.1 

24.94 

ERROR  36 

10959 

304 

3-M 

10 

338.2 

33.8 

20.01 

4-M 

10 

330.1 

33.0 

11.72 

TOTAL  39 

11568 

F  Ratio  = 

0.67 

'F' 

table  values 

F.01  =  4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

55.542 

Dunnett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week 

13 

1  M 

10 

444.0 

44.4 

20.18 

TREATMENTS  3 

3902 

1301 

2-M 

10 

463.1 

46.3 

24.88 

ERROR  36 

21818 

606 

3-M 

10 

672.8 

67.3 

26.35 

4-M 

10 

621.8 

62.2 

26.53 

TOTAL  39 

25720 

F  Ratio  = 

2.15 

'F' 

table  values 

F.01  =  4.38 

F.05  =  2.86 

Coeff. 

Var.  %  = 

44.726 

Dunnett's  #T#  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week  26 


1  M 

10 

597.8 

59.8 

35.22 

2-M 

10 

482.2 

48.2 

19.59 

3-M 

10 

602.6 

60.3 

31.87 

4-M 

10 

949.9 

95.0 

37.05 

0.8 

25.0 

94.0 

16.0 

104.0 

0.0 

25.0 

94.0 

16.0 

104.0 

2.5 

25.0 

94.0* 

16.0 

104.0 

TREATMENTS 

3 

12280 

4093 

ERROR 

36 

36123 

1003 

TOTAL 

39 

'48403 

F  Ratio  = 
Coeff.  Var.  %  = 


4.08  '  F'  table  values 

48.132  Dunnett's  'T'  table  values 


F.01 

P.01 


4.38  F.05  =  2.86 

3.09  P.05  =  2.44 


•-Significant  Difference  from  Control  P  <  .05  Source-Source  of  Variation 

Error-within  groups  Treatments -between  groups 


L-49 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Alkaline  Phosphatase 

[p] 

lJ 

i 

1 

STUDY 

ID:  UIC- 

15B 

SEX:  MALE 

STUDY 

NO:  152 

ABBR : 

ALKP 

UNITS:  IU/L 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 

Week 

4 

Std.  DUNNETT'S  DUNNETT'S  RANGES 

Degree 

Sum  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't'  LO  -95%-  HI  LO  -99X-  HI 

Source 

Fdn 

Squares 

Square 

1  M 

10 

3682 

368 

98.7 

TREATMENTS 

3 

12432 

4144 

2-M 

10 

3404 

340 

41.0 

ERROR 

36 

322513 

8959 

3-M 

10 

3635 

364 

122.7 

4-M 

10 

3247 

325 

96.8 

TOTAL 

39 

334944 

F 

Ratio  = 

0.46 

'F 

'  table  values  F.01  =  4.38 

F  .05  = 

2 

.86 

Coeff. 

Var.  %  = 

27.105 

Dunnett's  #T#  table  values  P.D1  =  3.09 

P.05  = 

2 

.44 

Week  13 


M  10 

2361 

236 

80.9 

TREATMENTS  3 

2017 

672 

!-M  10 

2217 

222 

46.8 

ERROR  36 

191215 

5312 

;-m  io 

2359 

236 

98.0 

►  -M  10 

2219 

222 

54.0 

TOTAL  39 

193232 

F  Ratio  = 

0.13 

'  F ' 

table  values 

F.D1  = 

4.38 

F  .05  = 

2.86 

Coeff.  Var.  %  = 

31.839 

Dunnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  = 

2.44 

Week 

26 

1  M  10 

2037 

2D4 

76.0 

TREATMENTS  3 

5990 

1997 

!-M  10 

1733 

173 

56.5 

ERROR  36 

181559 

5043 

i-M  10 

1914 

191 

90.1 

►-M  10 

2027 

203 

55.5 

TOTAL  39 

187549 

F  Ratio  = 

0.40 

*  F' 

table  values 

F.01  = 

4.38 

F  .05  = 

2.86 

Coeff.  Var.  X  = 

36.839 

Dunnett's  #T'  table 

values 

P.01  = 

3.09 

P.05  = 

2.44 

Error-within  groups 
Source-Source  of  Variation 


Treatments-between  groups 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 

r 

1 

in  fi\  r?  cj? 

TEST:  Lactate  Dehydrogenase 

HI 

l 

Ju  ZA\  ir  LI 

STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152 

ABBR:  LDH  UNITS:  IU/L 


ANALYSIS  OF  VARIANCE 

FOLLOWED  BY  DUNNETT'S 

PROCEDURE 

Week 

4 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sum  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't'  LO 

-95X-  HI  LO  -99X- 

HI  Source  Fdm 

Squares 

Square 

1  M 

10 

1706 

171 

146.3 

TREATMENTS  3 

3306 

1102 

2-M 

10 

1630 

163 

101.5 

ERROR  36 

625414 

17373 

3-H 

10 

1764 

176 

159.6 

4-H 

10 

1879 

188 

111.1 

TOTAL  39 

628720 

F  Ratio  = 

0.06 

'F' 

table  values 

F.01  =  4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

75.544 

Dunnett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week 

13 

1  M 

10 

4729 

473 

515.2 

TREATMENTS  3 

121140 

40380 

2-M 

10 

4127 

413 

289.8 

ERROR  36 

3663614 

101767 

3-M 

10 

3326 

333 

142.3 

4-M 

10 

4603 

460 

193.4 

TOTAL  39 

3784753 

F  Ratio  = 

0.40 

'F' 

table  values 

F.01  =  4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

76.023 

Dunnett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week  26 


1  M 

10 

5163 

516 

359.7 

TREATMENTS  3 

73058 

24353 

2-M 

10 

4214 

421 

321.1 

ERROR  36 

3079580 

85544 

3-M 

10 

4053 

405 

210.9 

4-M 

10 

4598 

460 

255.3 

TOTAL  39 

3152638 

F  Ratio  = 

0.28 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

64.894 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error-within  groups  Treatments-between  groups 

Source-Source  of  Variation 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY 
TEST:  Creatine  Kinase 

TESTS  f?l  fT) 

lJ  UU 

I 

STUDY  ID:  UIC- 

15B 

SEX:  MALE 

STUDY  NO:  152 

ABBR:  CK 

UNITS:  IU/L 

ANALYSIS  OF  VARIANCE 

FOLLOWED 

BY  DUNNETT'S 

PROCEDURE 

Week 

4 

Std.  DUNNETT'S 

DUNNETT'S 

RANGES 

Degree 

Sun  of 

Mean 

Group  N 

Total  Mean 

Dev.  't'  LO 

-95%-  HI 

LO  -99V 

HI 

Source  Fdm 

Squares 

Square 

1  M  10 

2423 

242 

173.4 

TREATMENTS  3 

129201 

43067 

2-M  10 

3041 

304 

293.8 

ERROR  36 

1524898 

42358 

3-M  10 

1701 

170 

140.2 

4-M  10 

1665 

167 

182.7 

TOTAL  39 

1654100 

F  Ratio  = 

1.02 

'  F 

9  table  values 

F.01 

= 

4.38 

F.05  =  2.86 

Coeff.  Var.  X  = 

93.233 

Dunnett's  'T'  table  values 

P.01 

= 

3.09 

P.05  =  2.44 

Week 

13 

1  M  10 

3120 

312 

249.1 

TREATMENTS  3 

289701 

96567 

2-M  10 

4561 

456 

392.0 

ERROR  36 

3182166 

88394 

3-M  10 

3809 

381 

335.6 

4-M  10 

2256 

226 

159.0 

TOTAL  39 

3471867 

F  Ratio  = 

1.09 

'  F 

9  table  values 

F.01 

S 

4.38 

F.05  =  2.86 

Coeff.  Var.  X  = 

86.515 

Dunnett's  'T'  table  values 

P.01 

= 

3.09 

P.05  =  2.44 

Week 

26 

1  M 

10 

5018 

502 

397.4 

TREATMENTS  3 

459597 

153199 

2-M 

10 

3775 

378 

358.6 

ERROR  36 

7736515 

214903 

3-M 

10 

3328 

333 

380.8 

4-M 

10 

6061 

606 

654.3 

TOTAL  39 

8196112 

F  Ratio  = 

0.71 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff . 

.  Var.  X  = 

101.986 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error-within  groups  Treatments-between  groups 

Source-Source  of  Variation 


L-52 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 

T 

R  m  [5  ^ 

TEST:  Blood  Urea  Nitrogen 

liJ 

IM  la  If  a 

STUDY  ID:  UIC-15B  SEX:  HALE 

STUDY  NO:  152 

ABBR:  BUN  UNITS:  mg/dL 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total  Mean 

Std.  DUNNETT'S 

Dev.  't' 

DUNNETT'S 

LO  -95X-  HI 

RANGES 

LO  -99X- 

HI 

Degree 
Source  Fdm 

Sun  of 
Squares 

Mean 

Square 

1  M 

10 

183.4 

18.3 

1.67 

TREATMENTS  3 

32.07 

10.69 

2-M 

10 

173.0 

17.3 

1.62 

1.3 

16.0 

20.0 

16.0 

21.0 

ERROR  36 

121.15 

3.37 

3-M 

10 

169.7 

17.0 

1.31 

1.7 

16.0 

20.0 

16.0 

21.0 

4-M 

10 

158.3 

15.8 

2.52 

3.1 

16.0 

20.0* 

16.0 

21.0 

TOTAL  39 

153.22 

F  Ratio  = 

3.18 

'F' 

table  values 

F.01  = 

4.38 

F .  05 

=  2.86 

Coeff . 

Var.  X  = 

10.721 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05 

=  2.44 

Week 

13 

1  M 

10 

209.9 

21.0 

3.61 

TREATMENTS  3 

168.09 

56.03 

2-H 

10 

170.1 

17.0 

2.73 

3.0 

18.0 

24.0* 

17.0 

25.0 

ERROR  36 

318.71 

8.85 

3-M 

10 

180.6 

18.1 

2.91 

2.2 

18.0 

24.0 

17.0 

25.0 

4-M 

10 

153.6 

15.4 

2.54 

4.2 

18.0 

24.0* 

17.0 

25.0** 

TOTAL  39 

486.80 

F  Ratio  = 

6.33 

'F' 

table  values 

F.01  = 

4.38 

F  .05 

=  2.86 

Coeff. 

Var.  X  = 

16.664 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05 

=  2.44 

Week 

26 

1  M 

10 

180.6 

18.1 

2.48 

TREATMENTS  3 

83.32 

27.77 

2-M 

10 

154.9 

15.5 

3.38 

2.2 

15.0 

21.0 

15.0 

22.0 

ERROR  36 

236.93 

6.58 

3-M 

10 

157.7 

15.8 

1.95 

2.0 

15.0 

21.0 

15.0 

22.0 

4-M 

10 

140.3 

14.0 

2.23 

3.5 

15.0 

21.0* 

15.0 

22.0** 

TOTAL  39 

320.25 

F  Ratio  = 

4.22 

'F' 

table  values 

F.01  = 

4.38 

F  .05 

=  2.86 

Coeff. 

Var.  X  = 

16.199 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05 

=  2.44 

‘-Significant  Difference  from  Control  P  <  .05 
“-Significant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source-Source  of  Variation 
Treatments-between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS  fjf)  HQ  H\  [?  =[? 

TEST:  Creatinine  UU  LJU  Li  U 


STUOY  10:  UIC-15B  SEX:  MALE 

STUOY  NO:  152 

ABBR:  CREAT  UNITS:  mg/dL 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  OUNNETT'S  PROCEDURE 


Group 

Week 

N 

4 

Total  Mean 

Std.  DUNNETT' 

Dev.  't' 

S 

LO 

DUNNETT' 

-95%-  HI 

rS  RANGES 

LO  -992- 

Degree 

HI  Source  Fdm 

Sun  of 
Squares 

Mean 

Square 

1  M 

10 

5.38 

0.54 

0.069 

TREATMENTS  3 

0.027 

0.009 

2-M 

10 

5.55 

0.56 

0.094 

ERROR  36 

0.278 

0.008 

3-M 

10 

5.22 

0.52 

0.042 

4-M 

10 

5.92 

0.59 

0.125 

TOTAL  39 

0.305 

F  Ratio  = 

1.17 

'F' 

table  values 

F.01  = 

4.38 

F .05  =  2.86 

Coeff . 

Var.  X  = 

15.913 

Ourmett's  'T#  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1  M 

10 

5.74 

0.57 

0.071 

TREATMENTS  3 

0.021 

0.007 

2-M 

10 

5.21 

0.52 

0.044 

ERROR  36 

0.146 

0.004 

3-M 

10 

5.78 

0.58 

0.079 

4-M 

10 

5.70 

0.57 

0.055 

TOTAL  39 

0.168 

F  Ratio  = 

1.75 

'F' 

table  values 

F.01  = 

4.38 

F  .05  =  2.86 

Coeff. 

Var.  X  = 

11.376 

Ounnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1  M 

10 

6.02 

0.60 

0.046 

TREATMENTS  3 

0.011 

0.004 

2-M 

10 

5.73 

0.57 

0.049 

ERROR  36 

0.149 

0.004 

3-M 

10 

6.16 

0.62 

0.102 

4-M 

10 

5.82 

0.58 

0.042 

TOTAL  39 

0.160 

F  Ratio  = 

0.91 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

10.851 

Ounnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Error-uithin  groups  Treatments-between  groups 

Source-Source  of  Variation 


L-54 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUOY  NO:  152 
ABBR:  NA 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST :  Sodium 


MR 


SEX:  MALE 


ANALYSIS  OF  VARIANCE  FOLLOWEO  BY  DUNNETT'S  PROCEDURE 


UNITS:  mEq/L 


Std.  DUNNETT'S 

DUNNETT'S 

RANGES 

Degree 

Sun  of 

Mean 

Group 

•  N 

Total  Mean 

Dev. 

't'  LO  -95X-  HI 

LO  -99%- 

HI  Source  Fein 

Squares 

Square 

1  M 

10 

1443 

144 

3.5 

TREATMENTS  3 

77.60 

25.87 

2-M 

10 

1469 

147 

3.3 

ERROR  36 

374.00 

10.39 

3-M 

10 

1453 

145 

2.2 

4-M 

10 

1479 

148 

3.7 

TOTAL  39 

451.60 

F  Ratio  = 

2.49 

1  F1 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  - 

2.206 

Ounnett's  'T# 

table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1  M 

10 

1451 

145 

1.2 

TREATMENTS  3 

6.27 

2.09 

2-M 

10 

1452 

145 

1.5 

ERROR  36 

66.70 

1.85 

3-M 

10 

1453 

145 

1.3 

4-M 

10 

1443 

144 

1.4 

TOTAL  39 

72.97 

F  Ratio  = 

1.13 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  %  = 

0.939 

Dunnett's  'T' 

table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1  M 

10 

1466 

147 

1.4 

TREATMENTS  3 

29.60 

9.87 

2-M 

10 

1464 

146 

1.3 

0  145 

148 

144 

149  ERROR  36 

84.80 

2.36 

3-M 

10 

1458 

146 

2.0 

1  145 

148 

144 

149  . 

4-M 

10 

1444 

144 

1.2 

3  145 

148* 

144 

149**  TOTAL  39 

114.40 

F  Ratio  = 

4.19 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  %  = 

1.053 

Dunnett's  'T ' 

table  values 

P.01  = 

3.09 

P.05  =  2.44 

*-Signi f icant  Difference  from  Control  P  <  .05 
**-Signi f icant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source- Source  of  Variation 
Treatments -between  groups 


L-55 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY 

ID:  UIC- 

15B 

SEX:  MALE 

STUDY 

NO:  152 

ABBR : 

K 

UNITS:  mEq/L 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY 

DUNNETT'S 

PROCEDURE 

Week 

4 

Std.  DUNNETT'S 

DUNNETT' 

S  RANGES 

Degree 

Sum  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't'  LO  -95X-  HI 

LO  -99*- 

HI  Source  Fdm 

Squares 

Square 

1  M 

10 

62.04 

6.20 

0.489 

TREATMENTS  3 

2.94 

0.98 

2-M 

10 

61.79 

6.18 

0.552  0.11  6.00 

7.00 

6.00 

7.00  ERROR  36 

9.32 

0.26 

3-M 

10 

56.66 

5.67 

0.476  2.36  6.00 

7.00 

6.00 

7.00  . 

4-M 

10 

63.98 

6.40 

0.515  0.85  6.00 

7.00 

6.00 

7.00  TOTAL  39 

12.25 

1 

F  Ratio  = 

3.78 

'F' 

table  values 

F.01  = 

4.38 

F .05  =  2.86 

Coeff . 

Var.  X  = 

8.324 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1  M 

10 

60.11 

6.01 

0.493 

TREATMENTS  3 

0.39 

0.13 

2-M 

10 

58.79 

5.88 

0.559 

ERROR  36 

9.35 

0.26 

3-M 

10 

57.45 

5.75 

0.533 

4-M 

10 

59.49 

5.95 

0.446 

TOTAL  39 

9.74 

F  Ratio  = 

0.50 

'F' 

table  values 

F.01  = 

4.38 

f .05  =  2.86 

Coeff. 

Var.  X  - 

8.643 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1  M 

10 

58.88 

5.89 

0.387 

TREATMENTS  3 

0.46 

0.15 

2-M 

10 

58.00 

5.80 

0.316 

ERROR  36 

4.39 

0.12 

3-M 

10 

58.37 

5.84 

0.418 

4-M 

10 

56.04 

5.60 

0.251 

TOTAL  39 

4.85 

F  Ratio  = 

1.27 

'F' 

table  values 

F.01  = 

4.38 

F .05  =  2.86 

Coeff. 

Var.  X  - 

6.037 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error-within  groups  Treatments-between  groups 

Source-Source  of  Variation 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Potassium 


i 


L-56 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152 

ABBR:  CL  UNITS:  mEq/L 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total  Mean 

Std.  DUNNETT'S 
Dev.  't' 

DUNNETT' 

LO  -95X-  HI 

S  RANGES 

LO  -99X- 

Degree 

HI  Source  Fdm 

Sun  of 
Squares 

Mean 

Square 

1  M 

10 

1052 

105 

2.5 

TREATMENTS  3 

31.28 

10.43 

2-M 

10 

1041 

104 

4.1 

ERROR  36 

335.10 

9.31 

3-M 

10 

1065 

107 

2.9 

4-M 

10 

1047 

105 

2.4 

TOTAL  39 

366.38 

F  Ratio  = 

1.12 

'F' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coef f . 

Var.  X  = 

2.902 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1  M 

10 

1057 

106 

5.1 

TREATMENTS  3 

401.00 

133.67 

2-M 

10 

999 

100 

4.4 

2 

100 

111* 

98 

113  ERROR  36 

993.00 

27.58 

3-M 

10 

1058 

106 

5.7 

0 

100 

111 

98 

113  . 

4-M 

10 

1086 

109 

5.6 

1 

100 

111 

98 

113  TOTAL  39 

1394.00 

F  Ratio  = 

4.85 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

5.002 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week  26 


1  M 

10 

1031 

103 

2.7 

TREATMENTS  3 

55.68 

18.56 

2-M 

10 

1031 

103 

3.7 

ERROR  36 

444.30 

12.34 

3-M 

10 

1053 

105 

3.0 

4-M 

10 

1056 

106 

4.4 

TOTAL  39 

499.98 

F  Ratio  = 

1.50 

'  F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

.  Var.  %  = 

3.369 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

‘-Significant  Difference  from  Control  P  <  .05  Source-Source  of  Variation 

Error-within  groups  Treatments-between  groups 


L-57 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Calcium 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  CA 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  OUNNETT'S  PROCEDURE 


SEX:  HALE 


UNITS:  mg/dL 


Week  4 


Std.  OUNNETT'S 


OUNNETT'S  RANGES 


Degree  Sun  of 


Mean 


Group 

N 

Total 

Mean 

Dev.  't' 

LO  -95X-  HI 

LO  -99X-  HI  Source 

Fdn 

Squares 

Square 

1  M 

10 

112.7 

11.3 

0.49 

TREATMENTS 

3 

0.38 

0.13 

2-M 

10 

113.5 

11.4 

0.51 

ERROR 

36 

6.56 

0.18 

3-M 

10 

111.4 

11.1 

0.34 

4-M 

10 

111.1 

11.1 

0.33 

TOTAL 

39 

6.94 

F  Ratio  = 

0. 

69  #F' 

table  values 

F.01  = 

4.38  F . 05  =  2. 

86 

Coeff . 

Var.  X  = 

3.805  Dunnett's  'T'  table 

values  P.01  = 

3.09  P.05  =  2. 

44 

Week 

13 

1  M 

10 

108.6 

10.9 

0.41 

TREATMENTS  3 

1.03 

0.34 

2-M 

10 

108.9 

10.9 

0.34 

ERROR  36 

4.50 

0.12 

3-M 

10 

108.2 

10.8 

0.40 

4-M 

10 

104.9 

10.5 

0.24 

TOTAL  39 

5.53 

F  Ratio  = 

2.76 

'F' 

table  values 

F.01  = 

4.38 

F .05  =  2.86 

Coeff. 

Var.  X  = 

3.284 

Ounnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1  M 

10 

114.8 

11.5 

0.47 

TREATMENTS  3 

0.73 

0.24 

2-M 

10 

116.5 

11.7 

0.31 

ERROR  36 

4.94 

0.14 

3-M 

10 

115.5 

11.6 

0.37 

4-M 

10 

112.8 

11.3 

0.32 

TOTAL  39 

5.68 

F  Ratio  = 

1.78 

'  F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

.  Var.  X  = 

3.225 

Dunnett's  'T#  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Error- within  groups  Treatments -between  groups 

Source-Source  of  Variation 


L-58 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Inorganic  Phosphorus 


STUDY  ID:  UIC-15B  SEX:  HALE 

STUDY  NO:  152 


ABBR: 

IP 

ANALYSIS  OF  VARIANCE 

FOLLOWED 

BY  DUNNETT'S 

PROCEDURE 

UNITS:  mg/dL 

Week 

4 

Std.  OUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group 

>  N 

Total  Mean 

Dev.  't'  LO 

-95X-  HI 

LO  -99X- 

HI  Source  Fdm 

Squares 

Square 

1  M 

10 

96.1 

9.6 

0.57 

TREATMENTS  3 

1.42 

0.47 

2-M 

10 

93.8 

9.4 

0.58 

ERROR  36 

15.91 

0.44 

3-M 

10 

96.0 

9.6 

0.54 

4-M 

10 

91.5 

9.2 

0.90 

TOTAL  39 

17.33 

F  Ratio  = 

1.07 

'F' 

table  values 

F  .01 

=  4.38 

F .05  =  2.86 

Coeff. 

Var.  X  = 

7.046 

Dunnett's  ' T '  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Week 

13 

1  M 

10 

77.7 

7.8 

0.98 

TREATMENTS  3 

2.52 

0.84 

2-H 

10 

74.3 

7.4 

0.74 

ERROR  36 

23.06 

0.64 

3-M 

10 

80.2 

8.0 

0.44 

4-M 

10 

80.6 

8.1 

0.93 

TOTAL  39 

25.58 

F  Ratio  = 

1.31 

' F ' 

table  values 

F.01 

=  4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

10.235 

Dunnett's  'T'  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Week 

26 

1  M 

10 

fi5 .9 

8.6 

0.90 

TREATMENTS  3 

0.82 

0.27 

2-M 

10 

85.0 

8.5 

1.06 

ERROR  36 

40.51 

1.13 

3-M 

10 

87.8 

8.8 

1.33 

4-M 

10 

83.9 

8.4 

0.90 

TOTAL  39 

41.33 

F  Ratio  = 

0.24 

'F' 

table  values 

F.01 

=  4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

12.386 

Dunnett's  'T'  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Error- within  groups  Treatments -between  groups 

Source-Source  of  Variation 


L-59 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 

r\ 

!! 

L 

i]  |il  f  PS? 

TEST:  Glucose 

ni  /«\  \?  I 

_ /  JU  LTU  LI  11 

STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152 


ABBR: 

GLU 

ANALYSIS  OF  VARIANCE 

FOLLOWED 

BY  DUNNETT'S 

PROCEDURE 

UNITS:  mg/dL 

Week 

4 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't'  LO 

-95X-  HI 

LO  -99X- 

HI  Source  Fdm 

Squares 

Square 

1  M 

10 

1609 

161 

39.1 

TREATMENTS  3 

3684 

1228 

2-M 

10 

1449 

145 

11.1 

ERROR  36 

21230 

590 

3-H 

10 

1512 

151 

23.8 

4-M 

10 

1345 

135 

11.7 

TOTAL  39 

24914 

F  Ratio  = 

2.08 

'F' 

table  values 

F.01 

=  4.38 

F.05  =  2.86 

Coef f . 

Var.  X  = 

16.422 

Dunnett's  'T'  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Week 

13 

1  M 

10 

1696 

170 

51.3 

TREATMENTS  3 

8780 

2927 

2-M 

10 

1431 

143 

47.3 

ERROR  36 

57740 

1604 

3-M 

10 

1645 

165 

34.2 

4-M 

10 

1337 

134 

19.6 

TOTAL  39 

66520 

F  Ratio  = 

1.82 

'  F ' 

table  values 

F.01 

=  4.38 

F.05  =  2.86 

Coef f . 

Var.  X  = 

26.223 

Dunnett's  'T'  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Week 

26 

1  M 

10 

1916 

192 

43.4 

TREATMENTS  3 

5591 

1864 

2-M 

10 

1843 

184 

52.5 

ERROR  36 

77840 

2162 

3-M 

10 

1863 

186 

54.3 

4-M 

10 

1608 

161 

32.6 

TOTAL  39 

83431 

F  Ratio  = 

0.86 

'  F' 

table  values 

F.01 

=  4.38 

F.05  =  2.86 

Coef f . 

Var.  X  = 

25.726 

Dunnett's  'T'  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Error-within  groups  Treatments-between  groups 

Source-Source  of  Variation 


L-60 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  GLOB 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Globulin 


SEX:  MALE 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


UNITS:  g/dL 


Std.  DUNNETT'S 

DUNNETT'S 

RANGES 

Degree 

Sum  of 

Mean 

Group 

N 

Total  Mean 

Dev.  ' t' 

LO  -95%-  HI 

LO  -99%- 

HI  Source  Fdn 

Squares 

Square 

1  M 

10 

37.5 

3.8 

0.49 

TREATMENTS  3 

0.31 

0.10 

2-M 

10 

38.8 

3.9 

0.34 

ERROR  36 

6.43 

0.18 

3-M 

10 

36.4 

3.6 

0.44 

4-M 

10 

38.1 

3.8 

0.41 

TOTAL  39 

6.74 

F  Ratio  = 

0.58 

'F' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

11.214 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1  M 

10 

40.4 

4.0 

0.31 

TREATMENTS  3 

0.94 

0.31 

2-M 

10 

37.9 

3.8 

0.27  1.8 

4.0 

4.0 

4.0 

4.0  ERROR  36 

3.46 

0.10 

3-M 

10 

37.8 

3.8 

0.32  1.9 

4.0 

4.0 

4.0 

4.0  . 

4-M 

10 

36.1 

3.6 

0.33  3.1 

4.0 

4.0* 

4.0 

4.0**  TOTAL  39 

4.40 

F  Ratio  = 

3.27 

'  F  ' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  %  = 

8.145 

Dunnett's  'V  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1  M 

10 

33.8 

3.4 

0.78 

TREATMENTS  3 

0.47 

0.16 

2-M 

10 

33.4 

3.3 

0.75 

ERROR  36 

17.52 

0.49 

3-M 

10 

34.7 

3.5 

0.65 

4-M 

10 

31.7 

3.2 

0.60 

TOTAL  39 

18.00 

F  Ratio  = 

0.32 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  %  = 

20.888 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

♦-Significant  Difference  from  Control  P  <  .05 
♦♦-Significant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source-Source  of  Variation 
Treatments -between  groups 


L-61 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  A/G 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  A/G  Ratio 


SEX:  HALE 
UNITS:  - 

ANALYSIS  DF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Std.  DUNNETT'S 

DUNNETT'S 

RANGES 

Degree 

Sum  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't'  LO  -95X-  HI 

LO  -99V 

HI  Source  Fdm 

Squares 

Square 

1  M 

10 

10.69 

1.07 

0.097 

TREATMENTS  3 

0.068 

0.023 

2-M 

10 

10.20 

1.02 

0.089 

ERROR  36 

0.674 

0.019 

3-M 

10 

11.34 

1.13 

0.200 

4-M 

ID 

10.94 

1.D9 

D.  132 

TOTAL  39 

0.742 

F  Ratio  = 

1.22 

'  F ' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

12.676 

Dunnett's  'T'  table  values 

P.01  = 

3.D9 

P.D5  =  2.44 

Week 

13 

1  M 

10 

10.65 

1.07 

0.108 

TREATMENTS  3 

D.098 

D.D33 

2-M 

10 

10.90 

1.09 

0.088  0.56  1.00 

1.00 

1.00 

1.00  ERROR  36 

0.360 

0.010 

3-M 

10 

11.14 

1.11 

0.101  1.10  1.00 

1.00 

1.00 

1.00  . 

4-M 

10 

11.97 

1.20 

0.101  2.95  1.00 

1.00* 

1.00 

1.00  TOTAL  39 

0.459 

F  Ratio  = 

3.28 

'  F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

8.960 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1  M 

10 

13.23 

1.32 

0.375 

TREATMENTS  3 

0.06 

0.02 

2-M 

10 

12.59 

1.26 

0.327 

ERROR  36 

4.37 

0.12 

3-M 

10 

12.51 

1.25 

0.365 

4-M 

10 

13.44 

1 .34 

D.324 

TOTAL  39 

4.43 

F  Ratio  = 

D.  18 

'  F' 

table  values 

F.01  = 

4.38 

F.D5  =  2.86 

Coeff. 

Var.  %  = 

26.922 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.D5  =  2.44 

*-Signi f leant  Difference  from  Control  P  <  .05  Source-Source  of  Variation 

Error-within  groups  Treatments- between  groups 


L-62 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 

SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Alanine  Aminotransferase 


i;  |  o'  l‘\  !?  ;j 


L :J  LU  Lru  Li 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 


SEX:  FEMALE 


ABBR: 

ALT 

ANALYSIS  OF  VARIANCE 

FOLLOWED  BY 

DUNNETT'S 

PROCEDURE 

UNITS:  IU/L 

Week 

4 

Std.  DUNNETT' 

S 

DUNNETT' 

S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't' 

LO  -95X-  HI 

LO  -99X- 

HI  Source  Fdm 

Squares 

Square 

1  -  F 

10 

512 

51 

7.3 

TREATMENTS  3 

542.88 

180.96 

2-F 

10 

478 

48 

8.4  1 

43 

59 

41 

62  ERROR  36 

2000.50 

55.57 

3-F 

10 

491 

49 

3.5  1 

43 

59 

41 

62  . 

4-F 

10 

574 

57 

9.3  2 

43 

59 

41 

62  TOTAL  39 

2543.38 

F  Ratio  = 

•  3.26 

*  F# 

table  values 

F.01  = 

4.38 

F .05  =  2.86 

Coeff. 

Var.  X  = 

14.510 

Durmett's  'T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

643 

64 

13.4 

TREATMENTS  3 

606.67 

202.22 

2-F 

10 

600 

60 

8.6 

ERROR  36 

5655.10 

157.09 

3-F 

10 

675 

68 

11.4 

4-F 

10 

705 

71 

15.6 

TOTAL  39 

6261.78 

F  Ratio  = 

1.29 

'F' 

table  values 

F.01  = 

4.38 

F  .05  =  2.86 

Coeff. 

Var.  X  = 

19.113 

Dunnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

1130 

113 

51.6 

TREATMENTS  3 

5053 

1684 

2-F 

10 

984 

98 

72.3 

ERROR  36 

126538 

3515 

3-F 

10 

1171 

117 

73.2 

4-F 

10 

891 

89 

28.6 

TOTAL  39 

131592 

F  Ratio  = 

0.48 

'  F ' 

table  values 

F.01  = 

4.38 

F .05  =  2.86 

Coeff . 

Var.  X  = 

56.788 

Dunnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Error-within  groups 
Source- Source  of  Variation 


Treatments-betueen  groups 


L-63 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  SDH 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Sorbitol  Dehydrogenase 


SEX:  FEMALE 
UNITS:  IU/L 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total  Mean 

Std.  DUNNETT'S  DUNNETT'S 

Dev.  't'  LO  -95X-  HI 

RANGES 

LO  -99%- 

Degree 

HI  Source  Fdn 

Sun  of 
Squares 

Mean 

Square 

1  -  F 

10 

149.3 

14.9 

3.48 

TREATMENTS  3 

108.54 

36.18 

2-F 

10 

147.6 

14.8 

1.60 

ERROR  36 

556.55 

15.46 

3-F 

10 

152.4 

15.2 

6.40 

4-F 

10 

187.6 

18.8 

2.49 

TOTAL  39 

665.09 

F  Ratio  = 

2.34 

'F' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

24.694 

Durmett's  'T#  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

122.0 

12.2 

4.18 

TREATMENTS  3 

301.99 

100.66 

2-F 

10 

131.3 

13.1 

6.69  0.4  6.0 

19.0 

4.0 

20.0  ERROR  36 

1204.20 

33.45 

3-F 

10 

186.7 

18.7 

8.11  2.5  6.0 

19.0* 

4.0 

20.0  . 

4-F 

10 

174.3 

17.4 

2.40  2.0  6.0 

19.0 

4.0 

20.0  TOTAL  39 

1506.20 

F  Ratio  = 

3.01 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

37.660 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

87.4 

8.7 

6.12 

TREATMENTS  3 

62.78 

20.93 

2-F 

10 

87.4 

8.7 

4.19 

ERROR  36 

1040.49 

28.90 

3-F 

10 

69.9 

7.0 

5.30 

4-F 

10 

57.8 

5.8 

5.70 

TOTAL  39 

1103.27 

F  Ratio  = 

0.72 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

71.089 

Dunnett's  #T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

* -Sign if  leant  Difference  from  Control  P  <  .05 
Error-within  groups 


Source-Source  of  Variation 
Treatments -between  groups 


L-64 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Total  Protein 


STUDY  10:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  TP  UNITS:  g/dl 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  OUNNETT'S  PROCEDURE 


Group 

Week 

N 

4 

Total  Mean 

Std.  OUNNETT'S 

Dev.  't' 

LO 

0UNNETT1 
-95X-  HI 

rS  RANGES  Degree 

LO  -992-  HI  Source  Fdm 

Sun  of 
Squares 

Mean 

Square 

1  -  F 

10 

73.0 

7.3 

0.41 

TREATMENTS  3 

0.09 

0.03 

2-F 

10 

72.3 

7.2 

0.56 

ERROR  36 

7.33 

0.20 

3-F 

10 

73.5 

7.4 

0.40 

4-F 

10 

72.4 

7.2 

0.41 

TOTAL  39 

7.42 

F  Ratio  = 

0.15 

9  F ' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

6.198 

Ounnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

77.3 

7.7 

0.65 

TREATMENTS  3 

0.87 

0.29 

2-F 

10 

80.4 

8.0 

0.55 

ERROR  36 

15.17 

0.42 

3-F 

10 

77.3 

7.7 

0.73 

4-F 

10 

76.6 

7.7 

0.65 

TOTAL  39 

16.04 

F  Ratio  = 

0.69 

'F# 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  %  = 

8.333 

Ounnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week  26 


1-F 

10 

98.6 

9.9 

0.85 

2-F 

10 

91.5 

9.2 

0.51 

2.5 

9.0 

3-F 

10 

98.0 

9.8 

0.56 

0.2 

9.0 

4-F 

10 

90.8 

9.1 

0.58 

2.7 

9.0 

F  Ratio  = 

4.25 

'F' 

table  values 

Coeff. 

.  Var.  X  = 

6.715 

Ounnett's  'T' 

table 

values 

TREATMENTS 

3 

5.15 

1.72 

11.0* 

9.0 

11.0 

ERROR 

36 

14.57 

0.40 

11.0 

11.0* 

9.0 

9.0 

11.0 

11.0 

TOTAL 

39 

19.72 

F.01  =  4.38  F.05  =  2.86 

P.01  =  3.09  P.05  =  2.44 


•-Significant  Difference  from  Control  P  <  .05  Source-Source  of  Variation 

Error-within  groups  Treatments -between  groups 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST :  Albumin 


STUOY 

STUDY 

ABBR: 

ID:  UIC- 

NO:  152 

ALB 

15B 

ANALYSIS  OF  VARIANCE 

FOLLOWED  BY  DUNNETT'S 

PROCEDURE 

SEX:  FEMALE 

UNITS:  g/dL 

Week 

4 

-- 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N 

Total 

Mean 

Dev.  't' 

LO 

-95%-  HI  LO  -99X- 

HI  Source  Fdm 

Squares 

Square 

1-F 

10 

40.7 

4.1 

0.29 

TREATMENTS  3 

0.08 

0.03 

2-F 

10 

39.9 

4.0 

0.28 

ERROR  36 

2.80 

0.08 

3-F 

10 

40.5 

4.1 

0.26 

4-F 

10 

39.6 

4.0 

0.28 

TOTAL  39 

2.88 

F 

Ratio  = 

0.34 

'F# 

table  values 

F.01  =  4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

6.941 

Dunnett's  #T#  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

45.6 

4.6 

0.30 

TREATMENTS  3 

0.13 

0.04 

2-F 

10 

45.9 

4.6 

0.40 

ERROR  36 

4.96 

0.14 

3-F 

10 

45.0 

4.5 

0.43 

4-F 

10 

44.4 

4.4 

0.33 

TOTAL  39 

5.09 

F  Ratio  =  0.32  'F'  table  values  F.01  =  4.38  F.05  =  2.86 

Coeff.  Var.  X  =  8.205  Dunnett's  'T'  table  values  P.01  =  3.09  P.05  =  2.44 


Week  26 


1-F 

10 

46.5 

4.7 

0.28 

TREATMENTS  3 

0.06 

0.02 

2-F 

10 

46.2 

4.6 

0.23 

ERROR  36 

2.44 

0.07 

3-F 

10 

47.3 

4.7 

0.20 

4-F 

10 

46.7 

4.7 

0.31 

TOTAL  39 

2.51 

F  Ratio  = 

0.32 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff, 

.  Var.  %  = 

5.581 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error-within  groups  Treatments -between  groups 

Source-Source  of  Variation 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Total  Bile  Acids 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  TBA  UNITS:  umol/L 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total  Mean 

Std.  DUNNETT'S 
Dev.  't' 

LO 

DUNNETT* 

-95%-  HI 

'S  RANGES 

LO  -99X- 

Degree 

HI  Source  Fdm 

Sun  of 
Squares 

Mean 

Square 

1  -  F 

10 

255.7 

25.6 

13.51 

TREATMENTS  3 

1124.86 

374.95 

2-F 

10 

227.1 

22.7 

7.13 

ERROR  36 

7621.08 

211.70 

3-F 

10 

294.5 

29.5 

16.51 

4-F 

10 

368.4 

36.8 

18.47 

TOTAL  39 

8745.94 

F  Ratio  = 

1.77 

1  F 1 

table  values 

F  .01  = 

4.38 

F  .05  =  2.86 

Coeff . 

Var.  X  - 

50.798 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1  -  F 

10 

451.4 

45.1 

30.14 

TREATMENTS  3 

14071 

4690 

2-F 

10 

866.4 

86.6 

89.41 

ERROR  36 

99250 

2757 

3-F 

10 

597.0 

59.7 

25.49 

4-F 

10 

901.7 

90.2 

38.40 

TOTAL  39 

113321 

F  Ratio  = 

1.70 

'F' 

table  values 

F.01  = 

4.38 

F .05  =  2.86 

Coeff. 

Var.  X  = 

74.570 

Dunnett's  #T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week  26 


-F 

10 

938.8 

93.9 

44.84 

TREATMENTS  3 

35186 

11729 

:-f 

10 

823.1 

82.3 

34.15 

ERROR  36 

284821 

7912 

-F 

10 

824.9 

82.5 

38.92 

-F 

10 

1538.6 

153.9 

164.18 

TOTAL  39 

320007 

F  Ratio  = 

1 

.48  '  F# 

table  values 

F.01  = 

4.38 

F .05  =  2.86 

Coeff , 

.  Var.  %  = 

86. 

,244  Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error-within  groups  Treatments-between  groups 

Source-Source  of  Variation 


L-67 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Alkaline  Phosphatase 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  ALICP  UNITS:  IU/L 


ANALYSIS  OF  VARIANCE 

FOLLOWED  BY  DUNNETT'S 

PROCEDURE 

Week 

4 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sum  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't'  LO 

-95%-  HI  LO  -99V 

HI  Source  Fdm 

Squares 

Square 

1  -  F 

10 

2133 

213 

44.4 

TREATMENTS  3 

10881 

3627 

2-F 

10 

2368 

237 

70.5 

ERROR  36 

276026 

7667 

3-F 

10 

2418 

242 

116.7 

4-F 

10 

2595 

260 

100.6 

TOTAL  39 

286907 

F  Ratio  = 

0.47 

9  F 9 

table  values 

F.01  =  4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

36.815 

Dunnett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week 

13 

1  -  F 

10 

1280 

128 

26.5 

TREATMENTS  3 

14244 

4748 

2-F 

10 

1761 

176 

90.7 

ERROR  36 

190188 

5283 

3-F 

10 

1511 

151 

79.6 

4-F 

10 

1706 

171 

76.5 

TOTAL  39 

204432 

F  Ratio  = 

0.90 

'F' 

table  values 

F.01  =  4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

46.458 

Durmett's  'T#  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week  26 


-F 

10 

1101 

110 

36.5 

TREATMENTS  3 

12163 

4054 

!-F 

10 

1140 

114 

50.0 

ERROR  36 

147810 

4106 

i-F 

10 

1364 

136 

93.3 

-F 

10 

1531 

153 

62.3 

TOTAL  39 

159974 

F  Ratio  = 

0.99 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff, 

.  Var.  X  = 

49.904 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error-within  groups  Treatments- bet ween  groups 

Source-Source  of  Variation 
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SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Lactate  Dehydrogenase 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  no:  152 

ABBR:  LDH  UNITS:  IU/L 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

Week 

N 

4 

Total  Mean 

Std.  DUNNETT'S 

Dev.  't' 

LO 

DUNNETT 1 

-95X-  HI 

'S  RANGES 

LO  -99X- 

Degree 

HI  Source  Fdm 

Sum  of 
Squares 

Mean 

Square 

1-F 

10 

2525 

253 

211.0 

TREATMENTS  3 

237150 

79050 

2-F 

10 

2398 

240 

110.8 

ERROR  36 

1160223 

32228 

3-F 

10 

3920 

392 

254.2 

4-F 

10 

1825 

183 

86.7 

TOTAL  39 

1397372 

F  Ratio  = 

2.45 

'F' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

67.313 

Durmett's  9 T 9  tabte  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

4435 

444 

197.3 

TREATMENTS  3 

121866 

40622 

2-F 

10 

4573 

457 

242.7 

ERROR  36 

1445662 

40157 

3-F 

10 

3200 

320 

163.4 

4-F 

10 

3752 

375 

190.0 

TOTAL  39 

1567528 

F  Ratio  = 

1.01 

9  F 9 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

50.224 

Dunnett#s  #T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

4831 

483 

270.4 

TREATMENTS  3 

31300 

10433 

2-F 

10 

5497 

550 

249.7 

ERROR  36 

2181642 

60601 

3-F 

10 

4859 

486 

243.2 

4-F 

10 

4865 

487 

218.5 

TOTAL  39 

2212942 

F  Ratio  = 

0.17 

'  F 9 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

49.107 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error-within  groups  Treatments -between  groups 

Source- Source  of  Variation 


L-69 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  CK 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS  f7]  [p]  M 
TEST:  Creatine  Kinase  jjJ  jjj] 


SEX:  FEMALE 


UNITS:  IU/L 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total 

Mean 

Std.  DUNNETT'S 

Oev.  't' 

DUNNETT' 
LO  -95X-  HI 

'S  RANGES 

LO  -99X- 

Degree 

HI  Source  Fcfrn 

Sun  of 
Squares 

Mean 

Square 

1-F 

10 

2113 

211 

167.9 

TREATMENTS 

3 

88191 

29397 

2-F 

10 

1471 

147 

47.2 

ERROR 

36 

716370 

19899 

3-F 

10 

2595 

260 

216.3 

4-F 

10 

1487 

149 

48.7 

TOTAL 

39 

804561 

F 

Ratio  = 

1.48 

'F' 

table  values 

F  .01  = 

4.38 

F .05  =  2. 

86 

Coeff . 

Var.  X  = 

73.605 

Dunnett's  'T'  table  values  P.01  = 

3.09 

P.05  =  2. 

44 

Week  13 


1-F 

10 

4272 

427 

461.4 

TREATMENTS  3 

340010 

113337 

2-F 

10 

4890 

489 

525.6 

ERROR  36 

5111786 

141994 

3-F 

10 

4079 

408 

242.1 

4-F 

10 

2400 

240 

142.1 

TOTAL  39 

5451797 

F  Ratio  = 

0.80 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff . 

.  Var.  X  = 

96.367 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week  26 


1-F 

10 

2981 

298 

232.5 

TREATMENTS  3 

723170 

241057 

2-F 

10 

4785 

479 

462.0 

ERROR  36 

14542512 

403959 

3-F 

10 

6526 

653 

921.2 

4-F 

10 

5888 

589 

707.0 

TOTAL  39 

15265682 

F  Ratio  = 

0.60 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff, 

.  Var.  X  - 

125.982 

Ounnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error-within  groups  Treatments -between  groups 

Source-Source  of  Variation 


L-70 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR :  BUN 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST;  Blood  Urea  Nitrogen 


SEX:  FEMALE 
UNITS:  mg/dL 

ANALYSIS  OF  VARIANCE  FOLLOWEO  BY  DUNNETT'S  PROCEDURE 


Std.  0UNNETT' 

S 

OUNNETT'S 

RANGES 

Oegree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Dev.  ' t ' 

LO  -95X-  HI 

LO  -99X- 

HI  Source  Fdm 

Squares 

Square 

1  -  F 

10 

183.9 

18.4 

1.50 

TREATMENTS  3 

12.84 

4.28 

2-F 

10 

183.1 

18.3 

1.85 

ERROR  36 

131.49 

3.65 

3-F 

10 

194.8 

19.5 

1.72 

4-F 

10 

179.7 

18.0 

2.44 

TOTAL  39 

144.33 

F  Ratio  = 

1.17 

'F' 

table  values 

F  .01  = 

4.38 

F . 05  =  2.86 

Coeff . 

Var.  X  = 

10.310 

Dunnett's  #T#  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1  -  F 

10 

167.5 

16.8 

3.18 

TREATMENTS  3 

65.84 

21.95 

2-F 

10 

183.3 

18.3 

3.89 

ERROR  36 

340.89 

9.47 

3-F 

10 

188.1 

18.8 

2.26 

4-F 

10 

155.8 

15.6 

2.76 

TOTAL  39 

406.73 

F  Ratio  = 

2.32 

'F' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

17.718 

Ounnett's  'T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1  -  F 

10 

187.5 

18.8 

1.96 

TREATMENTS  3 

53.44 

17.81 

2-F 

10 

181.4 

18.1 

2.18  0.7 

17.0 

21.0 

16.0 

22.0  ERROR  36 

143.94 

4.00 

3-F 

10 

187.5 

18.8 

2.10  0.0 

17.0 

21.0 

16.0 

22.0  . . 

4-F 

10 

159.4 

15.9 

1.72  3.1 

17.0 

21.0* 

16.0 

22.0**  TOTAL  39 

197.38 

F  Ratio  = 

4.46 

'F' 

table  values 

F .  01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  %  = 

11.174 

Dunnett's  #T'  table 

values 

P.01  = 

3.09 

P.05  =  2.44 

*-Signi f icant  Difference  from  Control  P  <  .05 
**-Signi f icant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source-Source  of  Variation 
Treatments -between  groups 


L-7 1 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  CREAT 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Creatinine 


MSI . 

SEX:  FEMALE 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


UNITS:  mg/dL 


Group 

N 

Total 

Mean 

Std.  DUNNETT'S 

Dev.  't' 

DUNNETT- 
LO  -95X-  HI 

'S  RANGES 

LO  -99V 

Degree 

HI  Source  Fdn 

Sun  of 
Squares 

Mean 

Square 

1  -  F 

10 

5.47 

0.55 

0.028 

TREATMENTS 

3 

0.0049 

0.0016 

2-F 

10 

5.57 

0.56 

0.047 

ERROR 

36 

0.0580 

0.0016 

3-F 

10 

5.74 

0.57 

0.054 

4-F 

10 

5.72 

0.57 

0.023 

TOTAL 

39 

0.0629 

F 

Ratio  = 

1. 

02  #F# 

table  values 

F.D1  = 

4.38 

F.05  =  2. 

86 

Coeff. 

Var.  X  = 

7.137  Dunnett's  'T'  table  values  P.01  = 

3.09 

P.05  =  2. 

44 

Week  13 


1-F 

10 

5.97 

0.60 

0.088 

2-F 

10 

5.52 

0.55 

0.107 

3-F 

10 

6.27 

D  .63 

0.075 

4-F 

10 

5.71 

0.57 

0.074 

F  Ratio  = 

1.40 

1  F' 

table  values 

Coeff.  Var.  X  =  14.805  Dunnett's  'T'  table  values 


TREATMENTS 

3 

D.  032 

0.011 

ERROR 

36 

0.272 

0.008 

TOTAL 

39 

0.303 

.01  =  4.38  F.05  =  2.86 

.01  =  3.09  P.05  =  2.44 


Week  26 


1-F 

10 

6.48 

0.65 

0.096 

TREATMENTS  3 

0.010 

0.003 

2-F 

10 

6.50 

0.65 

0.066 

ERROR  36 

0.226 

D.006 

3-F 

ID 

6.71 

D.67 

D.065 

4-F 

10 

6.27 

0.63 

0.086 

TOTAL  39 

0.236 

F  Ratio  = 

0.52 

'F' 

table  values 

F .  01  = 

4.38 

F.05  =  2.86 

Coeff. 

.  Var.  X  = 

12.205 

Dunnett's  'T'  table  values 

P.D1  = 

3.09 

P.05  =  2.44 

Error-within  groups  Treatments -between  groups 

Source-Source  of  Variation 


L-72 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 


ABBR: 

NA 

ANALYSIS  OF  VARIANCE 

FOLLOWED 

BY  DUNNETT'S 

PROCEDURE 

UNITS:  mEq/L 

Week 

4 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't'  LO 

-95%-  HI 

LO  -99X- 

HI  Source  Fdm 

Squares 

Square 

1-F 

10 

1441 

144 

1.2 

TREATMENTS  3 

0.88 

0.29 

2-F 

10 

1439 

144 

1.3 

ERROR  36 

65.50 

1.82 

3-F 

10 

1438 

144 

1.8 

4-F 

10 

1437 

144 

1.1 

TOTAL  39 

66.38 

F  Ratio  = 

0.16 

'F' 

table  values 

F.01 

=  4.38 

F .05  =  2.86 

Coeff. 

Var.  %  = 

0.938 

Dunnett#s  'T'  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

1448 

145 

1.7 

TREATMENTS  3 

26.60 

8.87 

2-F 

10 

1449 

145 

1.5 

ERROR  36 

171.00 

4.75 

3-F 

10 

1461 

146 

2.8 

4-F 

10 

1438 

144 

2.4 

TOTAL  39 

197.60 

F  Ratio  = 

1.87 

'F' 

table  values 

F.01 

=  4.38 

F.05  =  2.86 

Coeff. 

Var.  %  = 

1.504 

Dunnett's  '  T'  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

1455 

146 

2.1 

TREATMENTS  3 

17.47 

5.82 

2-F 

10 

1463 

146 

1.6 

ERROR  36 

95.90 

2.66 

3-F 

10 

1461 

146 

1.4 

4-F 

10 

1446 

145 

1.3 

TOTAL  39 

113.37 

F  Ratio  = 

2.19 

'F' 

table  values 

F.01 

=  4.38 

F.05  =  2.86 

Coeff. 

Var.  %  = 

1.121 

Dunnett's  #T#  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Error-within  groups  Treatments-between  groups 

Source-Source  of  Variation 


L-73 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY 
TEST:  Potassium 

TESTS 

®  IS 

ar 

if 

STUDY 

ID:  UIC- 

15B 

SEX 

:  FEMALE 

STUDY 

NO:  152 

ABBR: 

K 

UNITS:  mEq/L 

ANALYSIS  OF  VARIANCE 

FOLLOWED  BY  DUNNETT'S 

PROCEDURE 

Week 

4 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't'  LO 

-95X-  HI  LO  -99X- 

HI 

Source  Fdm 

Squares 

Square 

1  -  F 

10 

54.68 

5.47 

0.241 

TREATMENTS  3 

0.40 

0.13 

2-F 

10 

54.57 

5.46 

0.288 

ERROR  36 

3.50 

0.10 

3-F 

10 

56.88 

5.69 

0.417 

4-F 

10 

56.31 

5.63 

0.272 

TOTAL  39 

3.91 

F 

Ratio  = 

1.39 

'F 

'  table  values 

F .01  =  4.38 

F  .05  = 

2.86 

Coeff. 

Var.  X  = 

5.610 

Dunnett's  'T'  table  values 

P.01  =  3.09 

P.05  = 

2.44 

Week 

13 

1  -  F 

10 

58.06 

5.81 

0.438 

TREATMENTS  3 

0.80 

0.27 

2-F 

10 

54.52 

5.45 

0.391 

ERROR  36 

5.39 

0.15 

3-F 

10 

54.74 

5.47 

0.457 

4-F 

10 

55.36 

5.54 

0.214 

TOTAL  39 

6.19 

F 

Ratio  = 

1.78 

'F 

'  table  values 

F .01  =  4.38 

F  .05  = 

2.86 

Coeff. 

Var.  X  = 

6.951 

Dunnett's  'T'  table  values 

P.01  =  3.09 

P.05  = 

2.44 

Week 

26 

1-F 

10 

56.13 

5.61 

0.671 

TREATMENTS  3 

0.27 

0.09 

2-F 

10 

55.77 

5.58 

0.448 

ERROR  36 

9.33 

0.26 

3-F 

10 

55.12 

5.51 

0.465 

4-F 

10 

57.37 

5.74 

0.413 

TOTAL  39 

9.60 

F 

Ratio  = 

0.34 

'F 

'  table  values 

F.01  =  4.38 

F  .05  = 

2.86 

Coeff. 

Var.  X  = 

9.077 

Dunnett's  'T'  table  values 

P.01  =  3.09 

P.05  = 

2.44 

Error-within  groups  Treatments -between  groups 

Source-Source  of  Variation 


L-74 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Chloride 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  CL  UNITS:  mEq/L 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total 

Mean 

Std.  DUNNETT'S 
Dev.  't' 

L0 

DUNNETT' 
-95X-  HI 

'S  RANGES 

L0  -99X- 

Degree 

HI  Source  Fdm 

Sum  of 
Squares 

Mean 

Square 

1  -  F 

10 

1035 

104 

3.6 

TREATMENTS 

3 

7.40 

2.47 

2-F 

10 

1037 

104 

3.7 

ERROR 

36 

410.60 

11.41 

3-F 

10 

1046 

105 

2.9 

4-F 

10 

1042 

104 

3.2 

TOTAL 

39 

418.00 

F 

Ratio  = 

0 

.22  'F' 

table  values 

F.01  = 

4.38 

F .05  =  2. 

86 

Coeff . 

Var.  %  = 

3. 

247  Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week  13 


1  -  F 

10 

994 

99 

2.5 

TREATMENTS  3 

49.00 

16.33 

2-F 

10 

1006 

101 

2.8 

ERROR  36 

271.00 

7.53 

3-F 

10 

1023 

102 

2.9 

4-F 

10 

1017 

102 

2.8 

TOTAL  39 

320.00 

F  Ratio  = 

2.17 

'F' 

table  values 

F.01  = 

4.38 

F .05  =  2.86 

Coeff. 

Var.  %  = 

2.717 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

1044 

104 

3.9 

TREATMENTS  3 

51.87 

17.29 

2-F 

10 

1025 

103 

1.6 

ERROR  36 

449.90 

12.50 

3-F 

10 

1047 

105 

5.4 

4-F 

10 

1021 

102 

1.9 

TOTAL  39 

501.77 

F  Ratio  » 

1.38 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

,  Var.  X  = 

3.418 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error-within  groups 
Source-Source  of  Variation 


Treatments-between  groups 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Calcium 


STUDY 

ID:  UIC- 

15B 

SEX 

:  FEMALE 

STUDY 

NO:  152 

ABBR: 

CA 

UNITS:  ntg/dl 

ANALYSIS  OF  VARIANCE 

FOLLOWED 

BY  OUNNETT'S 

PROCEDURE 

Week 

4 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Oev.  't'  LO 

-95X-  HI 

LO  -99%- 

HI  Source  Fdm 

Squares 

Square 

1  -  F 

10 

107.6 

10.8 

0.33 

TREATMENTS  3 

0.18 

0.06 

2-F 

10 

108.1 

10.8 

0.23 

ERROR  36 

4.22 

0.12 

3-F 

10 

109.3 

10.9 

0.41 

4-  F 

10 

108.9 

10.9 

0.37 

TOTAL  39 

4.4D 

F  Ratio  = 

0.50 

'F' 

table  values 

F.01 

=  4.38 

F.D5  =  2.86 

Coeff . 

Var.  X  = 

3.157 

Domett's  'T'  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Week 

13 

1  -F 

10 

109.9 

11.0 

0.66 

TREATMENTS  3 

0.41 

0.14 

2-F 

10 

109.5 

11.0 

0.56 

ERROR  36 

9.68 

0.27 

3-F 

10 

112.1 

11.2 

0.47 

4-F 

10 

111.0 

11.1 

0.34 

TOTAL  39 

10.09 

F  Ratio  = 

D.51 

'F' 

table  values 

F.D1 

=  4.38 

F.D5  =  2.86 

Coeff . 

Var.  %  = 

4.688 

Durmett's  'T'  table  values 

P.01 

=  3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

111.0 

11.1 

0.32 

TREATMENTS  3 

0.23 

0.08 

2-F 

10 

110.4 

11.0 

0.32 

ERROR  36 

3.24 

0.09 

3-F 

10 

109.3 

10.9 

0.24 

4-F 

10 

109.2 

10.9 

0.31 

TOTAL  39 

3.47 

F  Ratio  = 

0.85 

'F' 

table  values 

F.01 

=  4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

2.728 

Dunnett's  'I'  table  values 

P.01 

=  3.D9 

P.D5  =  2.44 

Error-within  groups  Treatments-between  groups 

Source-Source  of  Variation 


L-76 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Inorganic  Phosphorus 


SIFT 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 


SEX:  FEMALE 


ABBR :  IP 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


UNITS:  mg/dL 


Week  4 


Std.  DUNNETT'S  DUNNETT'S  RANGES  Degree  Son  of  Mean 


Group 

N 

Total 

Mean 

Dev.  #t# 

LO  -95X-  HI 

LO  -99%- 

HI  Source 

Fdm 

Squares 

Square 

1-F 

10 

77.9 

7.8 

0.88 

TREATMENTS 

3 

2.19 

0.73 

2-F 

10 

79.8 

8.0 

0.52 

ERROR 

36 

21.38 

0.59 

3-F 

10 

83.7 

8.4 

0.97 

4-F 

10 

82.9 

8.3 

0.63 

TOTAL 

39 

23.57 

F 

Ratio  = 

1.23 

'F' 

table  values 

F  .01  = 

4.38 

F .05  =  2. 

86 

Coeff . 

Var.  X  = 

9.504 

Dunnett#s  #T#  table 

values  P.01  = 

3.09 

P.05  =  2. 

44 

Week  13 


1-F 

10 

79.4 

7.9 

1.08 

TREATMENTS  3 

1.44 

0.48 

2-F 

10 

76.7 

7.7 

0.73 

ERROR  36 

26.22 

0.73 

3-F 

10 

81.9 

8.2 

0.54 

4-F 

10 

80.4 

8.0 

0.96 

TOTAL  39 

27.66 

F  Ratio  = 

0.66 

'F' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

10.721 

Dunnett's  'V  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

91.8 

9.2 

0.84 

TREATMENTS  3 

1.68 

0.56 

2-F 

10 

86.3 

8.6 

1.13 

ERROR  36 

36.61 

1.02 

3-F 

10 

90.6 

9.1 

1.12 

4-F 

10 

89.9 

9.0 

0.91 

TOTAL  39 

38.29 

F  Ratio  = 

0.55 

'F' 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff . 

,  Var.  X  ~ 

11.249 

Dunnett#s  #Tf  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error-within  groups  Treatments -be tween  groups 

Source-Source  of  Variation 


L-77 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 

SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS  [jD  M  [5  Tf 

TEST:  Glucose  LJ  Uu  /nl  U  [| 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  GLU  UNITS:  mg/dL 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Week  4 


Group 

N 

Total 

Mean 

Std.  DUNNETT'S 

Dev.  't' 

DUNNETT'S  RANGES 

10  -95%-  HI  LO  -99%  -  HI 

Degree 
Source  Fdm 

Sum  of 
Squares 

Mean 

Square 

1  -  F 

10 

1287 

129 

18.2 

TREATMENTS 

3 

1693 

564 

2-F 

10 

1328 

133 

14.7 

ERROR 

36 

15176 

422 

3-F 

10 

1458 

146 

24.4 

4-F 

10 

1394 

139 

23.3 

TOTAL 

39 

16869 

F  Ratio  = 
Coeff.  Var.  X  = 


1.34  'F'  table  values  F.01 

15.022  Dumett's  'T'  table  values  P.01 


4.38  F.05  =  2.86 

3.09  P.05  =  2.44 


Week  13 


1  -  F 

10 

1421 

142 

30.3 

TREATMENTS  3 

3521 

1174 

2-F 

10 

1444 

144 

23.9 

ERROR  36 

48370 

1344 

3-F 

10 

1657 

166 

43.0 

4-F 

10 

1465 

147 

45.1 

TOTAL  39 

51891 

F  Ratio  = 

0.87 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  %  = 

24.490 

Dunnett's  #T#  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

1531 

153 

32.5 

TREATMENTS  3 

2994 

998 

2-F 

10 

1391 

139 

26.5 

ERROR  36 

38494 

1069 

3-F 

10 

1573 

157 

38.9 

4-F 

10 

1373 

137 

31.7 

TOTAL  39 

41488 

F  Ratio  = 

0.93 

'F1 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

.  Var.  X  = 

22.290 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Error-within  groups  Treatments -between  groups 

Source-Source  of  Variation 


L-78 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  CLINICAL  CHEMISTRY  TESTS 
TEST:  Globulin 


STUDY  ID:  UIC-15B  SEX:  FEMALE 

STUDY  HO:  152 

ABBR:  GLOB  UNITS:  g/dL 

ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total  Mean 

Std.  DUNNETT'S 

Dev.  ' t ' 

DUNNETT'S 

LO  -95%-  HI 

RANGES 

LO  -99X- 

Degree 

HI  Source  Fdm 

Sum  of 
Squares 

Mean 

Square 

1-F 

10 

32.3 

3.2 

0.26 

TREATMENTS  3 

0.03 

0.01 

2-F 

10 

32.4 

3.2 

0.35 

ERROR  36 

2.38 

0.07 

3-F 

10 

33.0 

3.3 

0.19 

4-F 

10 

32.8 

3.3 

0.20 

TOTAL  39 

2.41 

F  Ratio  = 

0.17 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff . 

Var.  X  = 

7.883 

Dunnett's  ' T 9  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

13 

1-F 

10 

31.7 

3.2 

0.44 

TREATMENTS  3 

0.46 

0.15 

2-F 

10 

34.5 

3.5 

0.36 

ERROR  36 

7.16 

0.20 

3-F 

10 

32.3 

3.2 

0.50 

4-F 

10 

32.2 

3.2 

0.47 

TOTAL  39 

7.63 

F  Ratio  = 

0.78 

9  F ' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  X  = 

13.652 

Dunnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week 

26 

1-F 

10 

52.1 

5.2 

0.76 

TREATMENTS  3 

4.66 

1.55 

2-F 

10 

45.3 

4.5 

0.47  2.8 

5.0 

6.0* 

4.0 

6.0  ERROR  36 

10.56 

0.29 

3-F 

10 

50.7 

5.1 

0.49  0.6 

5.0 

6.0 

4.0 

6.0  . 

4-F 

10 

44.1 

4.4 

0.37  3.3 

5.0 

6.0* 

4.0 

6.0**  TOTAL  39 

15.22 

F  Ratio  = 

5.29 

'F' 

table  values 

F.01  = 

4.38 

F.05  =  2.86 

Coeff. 

Var.  %  = 

11.272 

Dunnett's  'T#  table  values 

P.01  = 

3.09 

P.05  =  2.44 

*-Sigmf i cant  Difference  from  Control  P  <  .05 
**-Signi f i cant  Difference  from  Control  P  <  .01 
Error-within  groups 


Source-Source  of  Variation 
Treatments- between  groups 


L-79 


SIX  MONTH  ORAL  TOXICITY  STUDY 
OF  WR238605  SUCCINATE  IN  RATS 


SUMMARY 


OF  CLINICAL 
TEST:  A/G 


CHEMISTRY  TESTS 
Ratio 


Hitt 


STUDY  ID:  UIC-15B 
STUDY  NO:  152 
ABBR:  A/G 


SEX:  FEMALE 
UNITS:  - 


ANALYSIS  OF  VARIANCE  FOLLOWEO  BY  DUNNETT'S  PROCEDURE 


Group 

N 

Total 

Mean 

Std.  DUNNETT'S 

Oev.  ' t' 

DUNNETT- 

LO  -95X-  HI 

'S  RANGES 

LO  -99V 

Degree 

HI  Source  Fdm 

Sum  of 
Squares 

Mean 

Square 

1  -  F 

10 

12.66 

1.27 

0.133 

TREATMENTS 

3 

0.017 

0.006 

2-F 

10 

12.39 

1.24 

0.104 

ERROR 

36 

0.356 

0.010 

3-F 

10 

12.28 

1.23 

0.065 

4-F 

10 

12.09 

1.21 

0.083 

TOTAL 

39 

0.373 

F 

Ratio  = 

0. 

57  'F' 

table  values 

F  .01  = 

4.38 

F .05  =  2. 

86 

Coef f . 

Var.  X  = 

8.046  Dunnett's  'T'  table  values  P.01  = 

3.09 

P.05  =  2. 

44 

Week  13 


1-F 

10 

14.60 

1.46 

0.188 

TREATMENTS  3 

0.07 

0.02 

2-F 

10 

13.44 

1.34 

0.189 

ERROR  36 

1.57 

0-04 

3-F 

10 

14.21 

1.42 

0.253 

4-F 

10 

14.03 

1.40 

0.198 

TOTAL  39 

1.64 

F  Ratio  = 

0.53 

'F' 

table  values 

F  .01  = 

4.38 

F . 05  =  2.86 

Coeff , 

.  Var.  X  = 

14.836 

Ounnett's  'T'  table  values 

P.01  = 

3.09 

P.05  =  2.44 

Week  26 


1-F 

10 

9.07 

0.91 

0.121 

TREATMENTS  3 

0.162 

0.054 

2-F 

10 

10.30 

1.03 

0.123 

2.59 

1.00 

1.00* 

1.00 

1.00  ERROR  36 

0.405 

0.011 

3-F 

10 

9.40 

0.94 

0.089 

0.70 

1.00 

1.00 

1.00 

1.00  . 

4-F 

10 

10.63 

1.06 

0.085 

3.29 

1.00 

1.00* 

1.00 

1.00**  TOTAL  39 

0.567 

F  Ratio  = 

4.81 

'  F# 

table  values 

F  .01  = 

4.38 

F.05  =  2.86 

Coeff, 

.  Var.  X  = 

10.763 

Ounnett's  'T' 

table 

values 

P.01  = 

3.09 

P.05  =  2.44 

•-Significant  Difference  from  Control  P  <  .05 
••-Significant  Difference  from  Control  P  <  .01 
Error -within  groups 


Source-Source  of  Variation 
Treatments-between  groups 


L-80 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


STUDY  ID:  UIC-15B 
STUDY  HO:  152 
ABBR:  APTT 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Act.  Partial  Thrombo.  Time 


is  a  i?  i 


SEX:  MALE 


ANALYSIS  OF  VARIANCE  FOLLOWED  BY  DUNNETT'S  PROCEDURE 


UNITS:  sec 


Week  27 


Std.  DUNNETT'S  DUNNETT'S  RANGES  Degree  Sun  of  Mean 


Group 

N 

Total 

Mean 

Dev. 

•V 

LO  -95%-  HI 

LO  -99X-  HI 

Source 

Fdn 

Squares 

Square 

1-H 

10 

181.7 

18.2 

3.54 

TREATMENTS 

3 

37.70 

12.57 

2-M 

10 

198.1 

19.8 

1.21 

1.8 

16.0 

20.0 

15.0  21.0 

ERROR 

36 

152.55 

4.24 

3-M 

10 

192.6 

19.3 

1.21 

1.2 

16.0 

20.0 

15.0  21.0  - 

4-M 

10 

173.0 

17.3 

1.24 

0.9 

16.0 

20.0 

15.0  21.0 

TOTAL 

39 

190.25 

F 

Ratio  = 

2.97  'F' 

table  values 

F  .01  = 

4.38  F .05 

=  2. 

86 

Coeff . 

Var.  %  = 

11.047  Dumett's  'T' 

table  values 

P.01  = 

3.09  P.05 

=  2.44 

Error-within  groups  Treatments-between  groups 

Source-Source  of  Variation 


L-81 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY 
TEST:  Act. 

OF  HEMATOLOGY  TESTS 
Partial  Thrombo .  Time 

Ml 

&  IF 

f 

STUDY 

ID:  UIC- 

15B 

SEX:  FEMALE 

STUDY 

NO:  152 

ABBR: 

APTT 

UNITS:  sec 

ANALYSIS  OF  VARIANCE 

FOLLOWED  BY  DUNNETT'S  PROCEDURE 

Week 

27 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N 

Total  Mean 

Dev.  *t' 

LO 

-95X-  HI  LO  -99X-  HI  Source  Fdn 

Squares 

Square 

1-F 

10 

163.3  16.3 

1.93 

TREATMENTS  3 

43.39 

14.46 

2-F 

10 

183.8  18.4 

5.16 

ERROR  36 

464.97 

12.92 

3-F 

10 

189.1  18.9 

3.40 

4-F 

10 

169.6  17.0 

3.13 

TOTAL  39 

508.36 

F 

Ratio  = 

1.12  9 F 9 

table  values 

F.01  =  4.38  F.05  = 

2.86 

Coeff . 

Var.  X  = 

20.368  Dunnett's  'T'  table  values 

P.01  =  3.09  P.05  = 

2.44 

Error-within  groups  Treatments-between  groups 

Source-Source  of  Variation 


L-82 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS 
TEST:  Atypical  Lymphocytes 


STUDY  ID:  UIC-15B  SEX:  MALE 

STUDY  NO:  152 


ABBR : 

Atypical  L 

ANALYSIS  OF  VARIANCE 

FOLLOWED  BY  DUNNETT'S 

PROCEDURE 

UNITS: 

lO^/mm^ 

Week  4 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N  Total  Mean 

Dev.  't'  LO 

-95%-  HI  LO  -99%- 

HI  Source  Fein 

Squares 

Square 

1-M 

10  0.0 

0.0 

0.00 

TREATMENTS  3 

0.00000 

0.00000 

2-M 

10  0.0 

0.0 

0.00 

ERROR  36 

0.00000 

0.00000 

3-M 

10  0.0 

0.0 

0.00 

4-M 

10  0.0 

0.0 

0.00 

TOTAL  39 

0.00000 

F  Ratio  =  0.00 

#F' 

table  values 

F.01  =  4.38 

F .05  =  2.86 

Coeff . 

Var.  X  =  0.000 

Ounnett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week  13 

1-M 

10  0.0 

0.0 

0.00 

TREATMENTS  3 

0.00000 

0.00000 

2-M 

10  0.0 

0.0 

0.00 

ERROR  36 

0.00000 

0.00000 

3-M 

10  0.0 

0.0 

0.00 

4-M 

10  0.0 

0.0 

0.00 

TOTAL  39 

0.00000 

F  Ratio  =  0.00 

'F' 

table  values 

F.01  =  4.38 

F .05  =  2.86 

Coeff . 

Var.  X  =  0.000 

Ounnett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week  26 

1-M 

10  0.0 

0.0 

0.00 

TREATMENTS  3 

0.00000 

0.00000 

2-M 

10  0.0 

0.0 

0.00 

ERROR  36 

0.00000 

o.ooooc 

3-M 

10  0.0 

0.0 

0.00 

4-M 

10  0.0 

0.0 

0.00 

TOTAL  39 

0.00000 

F  Ratio  =  0.00 

'F' 

table  values 

F.01  =  4.38 

F.05  =  2.86 

Coeff . 

Var.  X  =  0.000 

Dunnett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

WBC  corrected  for  NRBC  *  or  >  10  Source-Source  of  Variation 

Error-within  groups  Treatments -between  groups 


L-83 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  HEMATOLOGY  TESTS  [f|  foj  fj\ 

TEST:  Atypical  Lymphocytes  jjJ  JjQ 


STUDY  ID:  UIC- 

15B 

SEX:  FEMALE 

STUDY  NO:  152 

ABBR:  Atypical 

L 

UNITS 

:  10A3/fmT3 

ANALYSIS  OF  VARIANCE 

FOLLOWED  BY  DUNNETT'S 

PROCEDURE 

Week 

4 

Std.  DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Son  of 

Mean 

Group  N 

Total  Mean 

Dev.  't' 

LO 

-95%-  HI  LO  -99X- 

HI  Source  Fdm 

Squares 

Square 

1  -  F  10 

0.0 

0.0 

0.00 

TREATMENTS  3 

o.oocoo 

0.00000 

2-F  10 

0.0 

0.0 

0.00 

ERROR  36 

0.00000 

0.00000 

3-F  10 

0.0 

0.0 

0.00 

4-F  10 

0.0 

0.0 

0.00 

TOTAL  39 

0.00000 

F  Ratio  = 

0.00 

'F' 

table  values 

F.01  =  4.38 

F.05  =  2.86 

Coeff.  Var.  X  - 

0.000 

Dunnett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week 

13 

1  -  F  10 

0.0 

0.0 

0.00 

TREATMENTS  3 

0.00000 

0.00000 

2-F  10 

0.0 

0.0 

0.00 

ERROR  36 

0.00000 

0.00000 

3-F  10 

0.0 

0.0 

0.00 

4-F  10 

0.0 

0.0 

0.00 

TOTAL  39 

0.00000 

F  Ratio  = 

0.00 

'F' 

table  values 

F.01  =  4.38 

F.05  =  2.86 

Coeff.  Var.  X  = 

0.000 

Dunnett's  'T'  table  values 

P.01  =  3.09 

P.05  =  2.44 

Week  26 


1  -  F  10 

2- F  10 

3- F  10 

4- F  10 

0.0 

0.0 

0.0 

0.0 

0.0  0.00 

0.0  0.00 

0.0  0.00 

0.0  0.00 

TREATMENTS  3 

ERROR  36 

0.00000 

0.00000 

0.00000 

0.00000 

TOTAL  39 

0.00000 

F  Ratio  = 
Coeff.  Var.  X  = 

0.00 

0.000 

' F'  table  values 

Dunnett's  'T'  table  values 

F.01  =  4.38 

P.01  =  3.09 

F.05  =  2.86 

P.05  =  2.44 

WBC  corrected  for  NRBC  =  or  >  10  Source-Source  of  Variation 

Error-within  groups  Treatments -between  groups 


L-84 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


ORGAN  WEIGHT  SUMMARY 


STUDY:  152 

SEX:  HALE  ALL  FATES  OAYS:  183-185  ALL  BALANCES 

ANALYSIS  OF  VARIANCE  USING  OUNNETT'S  PROCEDURE 


BODY  WEIGHT  (G) 


Group 

N 

Total  Mean 

Std.  OUNNETT'S  OUNNETT'S 

Oev.  't'  LO  -95X-  HI 

RANGES 

LO  -99V 

Oegree 

HI  Source  F<*n 

Sum  of 
Squares 

Mean 

Square 

1-M 

20 

14308  715 

55.3 

TREATMENTS  3 

400017 

133339 

2-M 

20 

13971  699 

64.0  1  672 

759 

661 

770 

ERROR  75 

253408 

3379 

3-M 

20 

13165  658** 

50.7  3**  672 

759* 

661 

770**  ---■ 

4-M 

19 

10100  532** 

61.7  10**  671 

760* 

660 

771** 

TOTAL  78 

653426 

F  Ratio  = 

39.46  'F' 

table  values 

F  .01  = 

4.08**  F .05  = 

2.74* 

Coef f . 

Var.  X  = 

8.909  Ounnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

Adrenal  Glands  1 

(G) 

1-M 

20 

1.232  0.062 

0.0088 

TREATMENTS  3 

0.0010 

0.0003 

2-M 

20 

1.313  0.066 

0.0128 

ERROR  75 

0.0169 

0.0002 

3-M 

20 

1.203  0.060 

0.0185 

4-M 

19 

1.314  0.069 

0.0180 

TOTAL  78 

0.0178 

F  Ratio  = 

1.44  'F' 

table  values 

F  .01  = 

4.08 

F  .05  = 

2.74 

Coeff. 

Var.  X  = 

23.408  Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

Brain 

(G) 

1-M 

20 

44.448  2.222 

0.1605 

TREATMENTS  3 

0.02 

0.01 

2-M 

20 

44.045  2.202 

0.1069 

ERROR  75 

1.33 

0.02 

3-M 

20 

44.199  2.210 

0.1426 

4-M 

19 

41.310  2.174 

0.1142 

TOTAL  78 

1.35 

F  Ratio  = 

0.46  ' F ' 

table  values 

F  .01  = 

4.08 

F  .05  = 

2.74 

jeff. 

Var.  X  = 

6.041  Ounnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

Heart 

(G) 

1-M 

20 

36.570  1.829 

0.2062 

TREATMENTS  3 

0.53 

0.18 

2-M 

20 

34.846  1.742 

0.1810  1.484  1.690 

1.967 

1.656 

2.001 

ERROR  75 

2.53 

0.03 

3-M 

20 

33.309  1.665* 

0.0950  2.808*  1.690 

1.967* 

1.656 

2.001 

4-M 

19 

30.590  1.610** 

0.2270  3.714**  1.688 

1.969* 

1.654 

2.003** 

TOTAL  78 

3.06 

F  Ratio  = 

5.25  'F' 

table  values 

F  .01  = 

4.08**  F .05  = 

2.74* 

Coeff. 

Var.  X  = 

10.721  Ounnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

*  -  Significant  difference  P<.05 


**  -  Significant  difference  P<.01 


LABCAT  OU3.14 


27-MAR-1996 


L-85 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


ORGAN  WEIGHT  SUMMARY 

STUOY:  152 

SEX:  MALE 

ALL  FATES  OAYS:  183-185  ALL  BALANCES 

ANALYSIS  OF  VARIANCE  USING  DUNNETT'S  PROCEOURE 

1 

013. 

? 

Kidneys  (G) 

Group  N  Total  Mean 

Std.  DUNNETT'S  DUNNETT'S  RANGES 

Oev.  't'  LO  -95X-  HI  LO  -99X-  HI 

Degree 
Source  Fdm 

Sum  of 
Squares 

Mean 

Square 

1-M 

20 

83.306  4.165 

0.3983 

TREATMENTS  3 

3.46 

1.15 

2-M 

20 

82.756  4.138 

0.3960 

0.163 

3.764 

4.567 

3.665 

4.666  ERROR  75 

21.32 

0.28 

3-M 

20 

90.705  4.535 

0.3602 

2.194 

3.764 

4.567 

3.665 

4.666  . . 

4-M 

19 

87.407  4.600* 

0.8453 

2.547* 

3.759 

4.572* 

3.658 

4.673  TOTAL  78 

24.78 

F  Ratio 

=  4.05  'F' 

table  values 

F.01  = 

4.08 

F.05.  =  2.74* 

Coeff. 

Var.  X 

=  12.238  Dunnett's  'T' 

table 

values 

P.01  = 

2.97 

P.05  =  2.38 

Lungs /Bronchi  (G) 


1-M 

20 

46.328  2.316 

0.2856 

TREATMENTS  3 

90.56 

30.19 

2-M 

20 

48.938  2.447 

0.3396 

0.162 

0.402 

4.231 

-0.072  4.705  ERROR  75 

485.15 

6.47 

3-M 

20 

89.736  4.487* 

4.9359 

2.699* 

0.402 

4.231* 

-0.072  4.705  . 

4-M 

19 

86.565  4.556* 

1.0143 

2.749* 

0.377 

4.256* 

-0.104  4.736  TOTAL  78 

575.71 

F  Ratio  = 

4.67  'F' 

table  values 

F.01  = 

4.08**  F.05  =  2.74* 

Coeff. 

.  Var.  X  = 

73.988  Dunnett's  'T' 

table 

va l ues 

P.01  = 

2.97  P.05  =  2.38 

Liver 

(G) 

1-M 

20 

501.898 

25.095 

2.9526 

TREATMENTS  3 

61.22 

20.41 

2-M 

20 

480.224 

24.011 

2.8975 

ERROR  75 

1220.18 

16.27 

3-M 

20 

484.305 

24.215 

5.5883 

4-M 

19 

429.731 

22.617 

4.0939 

TOTAL  78 

1281 .41 

F  Ratio 

=  1 

.25  'F' 

table  values 

F.01  = 

4.08 

F.05  =  2.74 

jeff. 

Var.  X 

=  16. 

805  Ounnett's  'T'  table  values 

P.01  = 

2.97 

P.05  =  2.38 

Spleen  (G) 

1-M 

20 

19.386  0.969 

0.1863 

TREATMENTS  3 

32.86 

10.95 

2-M 

20 

18.966  0.948 

0.1432 

0.182 

0.694 

1.244 

0.626 

1.313 

ERROR  75 

10.02 

0.13 

20 

23.970  1.199 

0.1500 

1.983 

0.694 

1.244 

0.626 

1.313 

J  M 

4-M 

19 

48.068  2.530** 

0.6890 

13.326* 

*  0.691 

1.248* 

0.621 

1.317** 

TOTAL  78 

42.88 

F  Ratio  = 

81.97  'F' 

table  values 

F.01  = 

4.08**  F.05 

=  2.74* 

Coeff. 

.  Var.  X  = 

26.160  Ounnett's  'T1 

r  table 

va l ues 

P.01  = 

2.97 

P.05 

=  2.38 

*  -  Significant  difference  P<.05 


**  -  Significant  difference  P<.01 


LABCAT  OU3.14 


27-MAR  1996 


L-86 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


ORGAN  WEIGHT  SUMMARY 


STUDY:  152 

SEX:  MALE  ALL  FATES  DAYS:  183-185  ALL  BALANCES 

ANALYSIS  OF  VARIANCE  USING  DUNNETT'S  PROCEDURE 


Testes  with  Epididymides  (G) 


Group 

N 

Total 

Mean 

Std.  DUNNETT'S 
Dev.  't' 

DUNNETT 
LO  -95S-  HI 

'S  RANGES 

LO  -99%- 

Degree 

HI  Source  Fdm 

Sum  of 
Squares 

Mean 

Square 

1-M 

20 

1D7.357 

5.368 

0.5011 

TREATMENTS 

3 

0.72 

0.24 

2-M 

20 

105.370 

5.269 

0.3792 

ERROR 

75 

19.15 

0.26 

3-M 

20 

109.491 

5.475 

0.5326 

4-M 

19 

99.329 

5.228 

D.5896 

TOTAL 

78 

19.87 

F 

Ratio 

=  0. 

94  'F' 

table  values 

F  .01  = 

4.08 

F .05  =  2. 

74 

Coeff . 

Var.  % 

=  9.470  Dunnett's  'T '  table  values  P.01  = 

2.97 

P.05  =  2. 

38 

L  ABC  AT  OU3.14 


27- MAR -1996 


L-87 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


ORGAN  WEIGHT 

SUMMARY  (% 

BRAIN  WEIGHT) 

"TT? . 

STUDY 

:  152 

fj 

rx 

if 

SEX: 

MALE 

ALL  FATES 

DAYS: 

183-185 

ALL  BALANCES 

Lru 

1A\  if 

l] 

ANALYSIS  OF  VARIANCE 

USING  DUNNETT'S  PROCEDURE 

Adrenal  Glands 

(%  BRAIN  WEIGHT) 

Std.  DUNNETT'S 

OUNNETT'S 

RANGES 

Degree 

Sum  of 

Mean 

Group 

N 

Total  Mean 

Dev.  't' 

LO  -95%-  HI 

LO  -99%-  HI  Source 

Fdm 

Squares 

Square 

1-M 

20 

55.38  2.77 

0.319 

TREATMENTS 

3 

2.61 

0.87 

2-M 

20 

59.61  2.98 

0.591 

ERROR 

75 

33.28 

0.44 

3-M 

20 

54.46  2.72 

0.822 

4-M 

19 

60.48  3.18 

0.812 

TOTAL 

78 

35.89 

F  Ratio 

=  1.96  '  F 

'  table  values 

F  .01  = 

4.08  F .05  = 

2. 

74 

Coeff . 

Var.  % 

=  22.886  Dunnett's  'T'  table  values 

P.01  = 

2.97  P.05  = 

2. 

38 

Heart  (%  BRAIN  WEIGHT) 

1-M 

20 

1649.87  82.49 

9.525 

TREATMENTS 

3 

814.49 

271.50 

2-M 

20 

1582.55  79.13 

7.466  1.22 

75.91 

89.08 

74.28  90.71  ERROR 

75 

5740.61 

76.54 

3-M 

20 

1513.79  75.69* 

6.856  2.46* 

75.91 

89.08* 

74.28  90.71  . 

4-M 

19 

1409.19  74.17**  10.710  2.97** 

75.82 

89.16* 

74.17  90.82**  TOTAL 

78 

6555.10 

F  Ratio 

=  3.55  'F 

'  table  values 

F.01  = 

4.08  F.05  = 

2. 

74* 

Coeff. 

Var.  X 

=  11.228  Dunnett's  'T'  table  values 

P.01  = 

2.97  P.05  = 

2. 

38 

Kidneys  (%  BRAIN  WEIGHT) 


1-M 

20 

3752.51 

187.63 

15.277 

TREATMENTS  3 

8710 

2903 

2-M 

20 

3764.25 

188.21 

18.890 

0.08 

170.11 

205.14 

165.77  209.49  ERROR  75 

40631 

542 

3-M 

20 

4119.76 

205.99* 

20.407 

2.49* 

170.11 

205.14* 

165.77  209.49  . - 

4-M 

19 

4014.92 

211.31** 

34.564 

3.18** 

169.88 

205.37* 

165.48  209.77**  TOTAL  78 

49341 

F  Ratio 

=  5 

.36  'F' 

table  values 

F.01  = 

4.08**  F.05  =  2.74* 

jef  f , 

.  Var.  X 

=  11. 

748  Dunnett's  'T' 

table  values 

P.01  =• 

2.97  P.05  =  2.38 

Lungs /Bronchi  (%  BRAIN  WEIGHT) 


1-M 

20 

2090.80 

104.54 

13.301 

TREATMENTS  3 

195494 

65165 

2-M 

20 

2225.12 

111.26 

15.623 

0.18 

14.97 

194.11 

-0.24  216.32  ERROR  75 

1062305 

14164 

3-M 

20 

4103.69 

205.18* 

231.794 

2.67* 

14.97 

194.11* 

-0.24  216.32  . 

4-M 

19 

3978.59 

209.40* 

43.117 

2.75* 

13.80 

195.28* 

-0.70  217.78  TOTAL  78 

1257799 

F  Ratio 

=  4 

.60  'F' 

table  values 

F.01  = 

4.08**  F.05  =  2.74* 

Coeff . 

.  Var.  X 

=  75. 

834  Dunnett's  'T' 

table 

values 

P.01  = 

2.97  P.05  =  2.38 

*  -  Significant  difference  P<.05 


**  -  Significant  difference  P<.01 


LABCAT  0W3.14 


27-MAR- 1996 


L-88 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 

ORGAN  WEIGHT  SUMMARY  (%  BRAIN  WEIGHT) 


STUOY:  152 
SEX:  MALE 


Liver  (%  BRAIN  WEIGHT) 


Group 

N 

Total 

Mean 

Std.  OUNNETT'S 
Oev.  '  t' 

DUNNETT1 
LO  -95X-  HI 

rS  RANGES 

LO  -99%- 

Degree 

HI  Source  Fdm 

Sum  of 
Squares 

Mean 

Square 

1-M 

20 

22584.94 

1129.25 

106.800 

TREATMENTS 

3 

77093 

25698 

2-M 

20 

21815.81 

1090.79 

131.674 

ERROR 

75 

2549369 

33992 

3-M 

20 

22001.92 

1100.10 

267.811 

4-M 

19 

19792.28 

1041.70 

188.636 

TOTAL 

78 

2626462 

F 

Ratio 

=  0 

.76  'F' 

table  values 

F.01  = 

4.08 

F.05  =  2. 

74 

Coeff. 

Var.  X 

=  16. 

898  Ounnett's  'T'  table  values  P.01  = 

2.97 

P.05  =  2. 

38 

Spleen  (%  BRAIN  WEIGHT) 


1-M 

20 

868.73  43.44 

5.976 

TREATMENTS  3 

70897 

23632 

2-M 

20 

860.98  43.05 

5.915  0.08 

31.22 

55.65 

28.19 

58.68 

ERROR  75 

19752 

263 

3-M 

20 

1087.66  54.38 

7.282  2.13 

31.22 

55.65 

28.19 

58.68 

4-M 

19 

2208.29  116.23** 

31.092  14.00** 

31.06 

55.81* 

28.00 

58.88** 

TOTAL  78 

90649 

F  Ratio 

=  89.73  'F' 

table  values 

F.01  = 

4.08**  F.05 

=  2.74* 

Coeff. 

Var.  X 

=  25.510  Ounnett's  'T'  table  values 

P.01  = 

2.97 

P.05 

=  2.38 

Testes  with  Epididymides  (% 

BRAIN  WEIGHT) 

1-M 

20 

4846.69  242.33 

25.829 

TREATMENTS  3 

839 

280 

2-M 

20 

4792.65  239.63 

19.127 

ERROR  75 

48345 

645 

3-M 

20 

4964.45  248.22 

24.124 

4-M 

19 

4583.36  241.23 

31.324 

TOTAL  78 

49185 

F  Ratio 

=  0.43  'F' 

table  values 

F.01  = 

4.08 

F.05 

=  2.74 

oef  f . 

Var.  X 

=  10.454  Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05 

=  2.38 

ALL  FATES  OATS:  183-185  ALL  BALANCES 
ANAIYSIS  OF  VARIANfF  USING  OUNNFTT'S  PROCEOURE 


SMI 


*  -  Significant  difference  P<.05 


**  -  Significant  difference  P< - 01 


LABCAT  OW3.14 


27-MAR -1996 


L-89 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 

ORGAN  WEIGHT  SUMMARY 


STUDY:  152 
SEX:  FEMALE 


ALL  FATES  DAYS:  183-185  ALL  BALANCES 
ANALYSIS  OF  VARIANCE  USING  DUNNETT'S  PROCEDURE 


BODY  WEIGHT  (G) 

Std.  DUNNETT'S  DUNNETT'S  RANGES  Degree  Sum  of  Mean 


Group 

N 

Total 

Mean 

Dev. 

't' 

LO  -95X-  HI 

LO  -99X- 

HI  Source  Fdm 

Squares 

Square 

1  -  F 

20 

7788 

389 

44.1 

TREATMENTS  3 

58452 

19484 

2-F 

20 

7408 

370 

49.7 

1 

358 

421 

350 

429 

ERROR  76 

131853 

1735 

3-F 

20 

7531 

377 

46.1 

1 

358 

421 

350 

429  ---■ 

4-F 

20 

6368 

318** 

20.1 

5** 

358 

421* 

350 

429** 

TOTAL  79 

190305 

F  Ratio  = 

11.23 

'  F  ' 

table  values 

F  .01  = 

4.08**  F.05  = 

2.74* 

Coef f . 

Var.  X  = 

11.453 

Dunnett's  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

Adrenal  Glands  i 

(G) 

1-F 

20 

1.406 

0.070 

0.0181 

TREATMENTS  3 

0.0064 

0.0021 

2-F 

20 

1.576 

0.079 

0.0139 

1.675 

0.058 

0.082 

0.055 

0.085 

ERROR  76 

0.0196 

0.0003 

3-F 

20 

1.454 

0.073 

0.0177 

0.473 

0.058 

0.082 

0.055 

0.085  ---■ 

4-F 

20 

1.867 

0.093** 

0.0141 

4.542** 

0.058 

0.082* 

0.055 

0.085** 

TOTAL  79 

0.0260 

F  Ratio  = 

8.31 

'F' 

table  values 

F  .01  = 

4.08**  F.05  = 

2.74* 

Coeff. 

Var.  X  = 

20.370 

i  Dunnett's  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

Brain 

(G) 

1-F 

20 

40.278 

2.014 

0.1057 

TREATMENTS  3 

0.041 

0.014 

2-F 

20 

39.313 

1.966 

0.0959 

ERROR  76 

0.771 

0.010 

3-F 

20 

40.491 

2.025 

0.1021 

4-F 

20 

39.837 

1.992 

0.0990 

TOTAL  79 

0.812 

F  Ratio  = 

1.34 

'F' 

table  values 

F.01  = 

4.08 

F.05  = 

2.74 

oeff . 

Var.  X  = 

5.039  Dunnett's  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

Heart 

(G) 

1-F 

20 

22.244 

1.112 

0.1140 

TREATMENTS  3 

0.228 

0.076 

2-F 

20 

23.123 

1.156 

0.1391 

1.234 

1.027 

1.197 

1.006 

1.218 

ERROR  76 

0.964 

0.013 

3-F 

20 

21.647 

1.082 

0.0961 

0.838 

1.027 

1.197 

1.006 

1.218  ---■ 

4-F 

20 

20.192 

1.010* 

0.0958 

2.880* 

1.027 

1.197* 

1.006 

1.218 

TOTAL  79 

1.192 

F  Ratio  = 

5.98  'F' 

table  values 

F.01  = 

4.08**  F.05  = 

2.74* 

Coeff . 

Var.  X  - 

10.334  Dunnett's  ' T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

*  -  Significant  difference  P<-05 


**  -  Significant  difference  P<.01 


LABCAT  OU3.14 


27-MAR-1996 


L-90 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 

ORGAN  WEIGHT  SUMMARY 


STUOY:  152 
SEX:  FEMALE 


ALL  FATES  DAYS:  183-185  ALL  8ALANCES 
ANALYSIS  OF  VARIANCE  USING  OUNNETT'S  PROCEOURE 


WM1 . 


Group 

Kidneys  (G) 

N  Total  Mean 

Std.  OUNNETT'S 
Dev.  't' 

OUNNETT'S 
LO  -95X-  HI 

RANGES 
LO  -992- 

HI 

Degree 
Source  Fdm 

Sum  of 
Squares 

Mean 

Square 

1  -  F 

20 

51.162  2.558 

0.3257 

TREATMENTS  3 

0.59 

0.20 

2-F 

20 

49.130  2.457 

0.3230 

ERROR  76 

6.83 

0.09 

3-F 

20 

51.308  2.565 

0.2844 

4-F 

20 

53.982  2.699 

0.2612 

TOTAL  79 

7.43 

F  Ratio 

=  2.20  'F' 

table  values 

F .  01  = 

4.08 

F  .05 

=  2.74 

Coeff. 

Var.  X 

=  11.667  Dunnett's  #T'  table  values 

P.01  = 

2.97 

P.05 

=  2.38 

Lungs /Bronchi  (G) 

1-F 

20 

34.179  1.709 

0.2221 

TREATMENTS  3 

37.51 

12.50 

2-F 

20 

34.232  1.712 

0.2045  0.022 

1.420 

1.998 

1.348 

2.070 

ERROR  76 

11.22 

0.15 

3-F 

20 

53.193  2.660** 

0.3839  7.825** 

1.420 

1.998* 

1.348 

2.070** 

4-F 

20 

66.607  3.330** 

0.5932  13.346** 

1.420 

1.998* 

1.348 

2.070** 

TOTAL  79 

48.73 

F  Ratio 

=  84.71  '  F' 

table  values 

F  .01  = 

4.08**  F .05 

=  2.74* 

Coeff. 

Var.  X 

=  16.330  Dunnett's  table  values 

P.01  = 

2.97 

P.05 

=  2.38 

Liver  (G) 


1-F 

20 

261.757 

13.088 

1.6747 

TREATMENTS  3 

3.62 

2-F 

20 

258.554 

12.928 

2.0458 

ERROR  76 

242.65 

3-F 

20 

264.471 

13.224 

1.9904 

4-F 

20 

253.048 

12.652 

1.3488 

TOTAL  79 

246.27 

1.21 

3.19 


F  Ratio 
jeff.  Var.  X 


0.38 

13.774 


' F'  table  values 
Ounnett's  'T'  table  values 


01 

01 


4.08 

2.97 


F  .05  = 
P.05  = 


2.74 

2.38 


Ovaries  (G) 


1-F 

20 

2.024  0.101 

0.0251 

TREATMENTS  3 

0.0017 

0.0006 

2-F 

20 

2.184  0.109 

0.0306 

ERROR  76 

0.0705 

0.0009 

3-F 

20 

2.275  0.114 

0.0363 

4-F 

20 

2.207  0.110 

0.0287 

TOTAL  79 

0.0722 

F  Ratio  - 

0.61  '  F ' 

table  values 

F.01  = 

4.08 

F  .05  =  2.74 

Coeff, 

.  Var.  X  = 

28.040  Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  =  2.38 

*  -  Significant  difference  P<.05 


**  -  Significant  difference  P<.01 


lABCAT  OW3 . 1 4 


27-MAR- 1996 


L-91 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


ORGAN  WEIGHT  SUMMARY 

STUDY 

:  152 

fFl 

T) 

M  R 

ci? 

SEX: 

FEMALE 

ALL 

FATES 

DAYS: 

183-185 

ALL  BALANCES 

ii 

ni 

/i\  \? 

ANALYSIS  OF 

VARIANCE 

USING  DUNNETT'S  PROCEDURE 

izJ 

JLJ 

Lra  U 

u 

Spleen  (G) 

Std.  DUNNETT'S 

DUNNETT'S 

RANGES 

Degree 

Sum  of 

Mean 

Group 

N 

Total 

Mean 

Dev. 

't' 

LO  -95X-  HI 

LO  -99X-  HI 

Source  Fdm 

Squares 

Square 

1  -  F 

20 

11.307 

0.565 

0.0886 

TREATMENTS 

3 

6.88 

2.29 

2-F 

20 

11.422 

0.571 

0.0878 

0.126 

0.457 

0.674 

0.430  0.701 

ERROR 

76 

1.59 

0.02 

3-F 

20 

13.518 

0.676* 

0.0994 

2.420* 

0.457 

0.674* 

0.430  0.701 

4-F 

20 

25.476 

1 .274** 

0.2409 

15.509** 

0.457 

0.674* 

0.430  0.701** 

TOTAL 

79 

8.47 

F  Ratio  = 

109.93  'F' 

table  values 

F  .01  = 

4.08**  F .05 

=  2.74* 

Coeff . 

Var.  X  = 

18.723  Dunnett's  'T' 

table  values 

P.01  = 

2.97  P.05 

=  2.38 

*  -  Significant  difference  P<.05 


**  -  Significant  difference  Pc.01 


LABCAT  OW3.14 


27-MAR-1996 


L-92 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


ORGAN  WEIGHT  SUMMARY  (%  BRAIN  WEIGHT) 


STUDY:  152 
SEX:  FEMALE 


ALL  FATES  DAYS:  103-185  ALL  BALANCES 
ANALYSIS  OF  VARIANCE  USING  DUNNETT'S  PROCEDURE 


12  a  if  i 


Adrenal  Glands  (%  BRAIN  WEIGHT) 


Std.  DUNNETT'S 

DUNNETT' 

S  RANGES 

Degree 

Sun  of 

Mean 

Group  N 

Total 

Mean 

Dev. 

't' 

LO  -955C-  HI 

LO  -99X-  HI 

Source  Fdm 

Squares 

Square 

1-F  20 

69.80 

3.49 

0.867 

TREATMENTS  3 

17.76 

5.92 

2-F  20 

80.18 

4.01 

0.701 

2.07 

2.89 

4.09 

2.74  4.24 

ERROR  76 

47.99 

0.63 

3-F  20 

71.98 

3.60 

0.881 

0.43 

2.89 

4.09 

2.74  4.24 

4-F  20 

93.83 

4.69** 

0.713 

4.78** 

2.89 

4.09* 

2.74  4.24** 

TOTAL  79 

65.75 

F  Ratio 

r  < 

9.38  * F 1 

table  values 

F  .01  = 

4.08**  F .05 

=  2.74* 

Coeff.  Var.  X 

=  20 

.130  Dunnett's  'T' 

table  values 

P.01  = 

2.97  P.05 

=  2.38 

Heart  (% 

BRAIN  WEIGHT) 

1-F  20 

1105.81 

55.29 

5.677 

TREATMENTS  3 

7D1.69 

233.90 

2-F  20 

1178.91 

58.95 

7.725 

1.94 

50.80 

59.78 

49.68  60.90 

ERROR  76 

2709.73 

35.65 

3-F  20 

1070.88 

53.54 

4.921 

0.92 

50.80 

59.78 

49.68  60.90 

4-F  20 

1015.54 

50.78* 

5.148 

2.39* 

50.80 

59.78* 

49.68  60.90 

TOTAL  79 

3411.42 

F  Ratio 

=  ( 

5.56  'F' 

table  values 

F  .01  = 

4.08**  F .05 

=  2.74* 

Coeff.  Var.  X 

=  10 

.928  Dunnett's  'T' 

table  values 

P.01  = 

2.97  P.05 

=  2.38 

Kidneys  (%  BRAIN  WEIGHT) 


1-F 

2D 

2543.04  127.15 

15.763 

TREATMENTS  3 

1420 

473 

2-F 

20 

2500.84  125.04 

15.598 

ERROR  76 

17585 

231 

3-F 

20 

2537.08  126.85 

13.871 

4-F 

20 

2717.99  135.90 

15.535 

TOTAL  79 

19005 

F  Ratio 

=  2.05  ' F 1 

table  values 

F  .01  = 

4 .08  F .05 

=  2.74 

oeff. 

Var.  % 

=  11.816  Dunnett's  'T'  table  values 

P.01  = 

2.97  P.05 

=  2.38 

Lungs/Bronchi  (% 

BRAIN  WEIGHT) 

1-F 

20 

1694.10  84.71 

8.564 

TREATMENTS  3 

93407 

31136 

2-F 

20 

1743.12  87.16 

10.243  0.42  70.69 

98.72 

67.22  102.19 

ERROR  76 

26339 

347 

3-F 

20 

2629.90  131.50** 

18.434  7.95**  70.69 

98.72* 

67.22  102.19** 

4-F 

20 

3345.65  167.28** 

29.464  14.03**  70.69 

98.72* 

67.22  102.19** 

TOTAL  79 

119745 

F  Ratio 

=  89.84  'F' 

table  values 

F  .01  = 

4.08**  F .05 

=  2.74* 

Coeff. 

Var.  X 

=  15.822  Dunnett's  'T#  table  values 

P.01  = 

2.97  P.05 

=  2.38 

Significant  difference  P<.05 


**  -  Significant  difference  P<.01 


LABCAT  OW3.14 


27- MAR -1996 


L-93 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 

ORGAN  WEIGHT  SUMMARY  (%  BRAIN  WEIGHT) 


STUDY 

SEX: 

:  152 
FEMALE 

ALL  FATES  DAYS: 

ANALYSIS  OF  VARIANCE 

183-185  ALL  BALANCES 

USING  DUNNETT'S  PROCEDURE 

3S 

a  if 

IT 

Liver  (%  BRAIN  WEIGHT) 

Std.  DUNNETT'S 

DUNNETT'S 

RANGES 

Degree 

Sum  of 

Mean 

Group 

N 

Total 

Mean 

Dev.  't' 

LO  -95%-  HI 

LO  -99X- 

HI  Source  Fdm 

Squares 

Square 

1  -  F 

20 

13011.66 

650.58 

80.273 

TREATMENTS  3 

4733 

1578 

2-F 

20 

13169.10 

658.46 

104.675 

ERROR  76 

623428 

8203 

3-F 

20 

13066.84 

653.34 

93.187 

A-F 

20 

12752.08 

637.60 

82.022 

TOTAL  79 

628161 

F  Ratio 

=  0 

.19  'F' 

table  values 

F.01  = 

4.08 

F.05  = 

2.74 

Coeff . 

Var.  X 

=  13. 

934  Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

Ovaries  (%  BRAIN  WEIGHT) 

1  -  F 

20 

100.42 

5.02 

1.204 

TREATMENTS  3 

4.98 

1.66 

2-F 

20 

111.75 

5.59 

1.684 

ERROR  76 

186.80 

2.46 

3-F 

20 

112.65 

5.63 

1.812 

A-  F 

20 

111.24 

5.56 

1.504 

TOTAL  79 

191.78 

F  Ratio 

=  0 

.67  'F' 

table  values 

F.01  = 

4.08 

F.05  = 

2.74 

Coeff. 

Var.  X 

=  28. 

763  Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

Spleen  (% 

BRAIN 

WEIGHT) 

1  -  F 

20 

562.27 

28.11 

4.591 

TREATMENTS  3 

17381 

5794 

2-F 

'  20 

581.75 

29.09 

4.392  0.44 

22.86 

33.37 

21.56 

34.67 

ERROR  76 

3701 

49 

3-F 

20 

667.89 

33. 39* 

4.672  2.39* 

22.86 

33.37* 

21.56 

34.67  --- 

4-F 

20 

1278.56 

63.93** 

11.515  16.23** 

22.86 

33.37* 

21.56 

34.67** 

TOTAL  79 

21082 

F  Ratio 

=  118.97  'F' 

table  values 

F.01  = 

4.08**  F . 05  = 

2.74* 

jeff . 

Var.  X 

*  18.064  Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

*  -  Significant  difference  P<.05 


**  -  Significant  difference  P<.01 


LABCAT  0U3.14 


27-MAR- 1996 


L-94 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY : 

152 

ANALYSIS  OF 

VARIANCE 

SEX:  MALE 

DAY  1 

Std. 

DUNNETT'S 

DUNNETT' 

'S  RANGES 

Degree 

Sun  of 

Mean 

Group  N 

Total  Mean 

Dev. 

't' 

10  -95X-  HI 

10  -99X-  HI 

Source  Fdm 

Squares 

Square 

1-M  25 

6304 

252 

16.6 

TREATMENTS  3 

272 

91 

2-M  25 

6219 

249 

13.5 

0.8 

ERROR  96 

20002 

208 

3-M  25 

6211 

248 

12.8 

0.9 

4-M  25 

6200 

248 

14.6 

1.0 

TOTAL  99 

20274 

'F'  table  values 

F  .01  = 

3.98 

F  .05  = 

2.70 

Coeff.  Var.  X  = 

5.789 

Dunnett's  'T#  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

0.44 

DAY  8 

1-M  25 

7657 

306 

20.7 

TREATMENTS  3 

3085 

1028 

2-M  25 

7443 

298 

24.5 

1.5 

ERROR  96 

38546 

402 

3-M  25 

7466 

299 

15.7 

1.3 

4-M  25 

7265 

291 

18.1 

2.8 

TOTAL  99 

41631 

' F '  table  values 

F  .01  = 

3.98 

F.05  = 

2.70 

Coeff.  Var.  X  = 

6.717 

Dunnett#s  #T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

2.56 

DAY  15 


1-M  25 

8816 

353 

26.9 

TREATMENTS  3 

14081 

4694 

2-M  25 

8544 

342 

28.0 

1.6  337 

369 

333 

373  ERROR  96 

53703 

559 

3-M  25 

8561 

342 

18.9 

1.5  337 

369 

333 

373  . 

4-M  25 

8002 

320** 

19.4 

4.9  337 

369* 

333 

373**  TOTAL  99 

67784 

table  values 

F .  01  = 

3.98** 

F.05  = 

2.70*  Coeff.  Var.  X  = 

6.972 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

8.39 

*  P  less  than  .05  Analysis  of  Variance  using  DUNNETT'S  Procedure 

**  P  less  than  .01 


L-95 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


IJJ.1I 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY: 

152 

ANALYSIS  OF 

VARIANCE 

SEX:  MALE 

DAY  22 

Group  N 

Total  Mean 

Std. 

Dev. 

DUNNETT'S 

•V 

LO  -95%- 

DUNNETT'S  RANGES 
•  HI  10  -99X-  HI 

Source 

Degree 

Fdm 

Sun  of 
Squares 

Mean 

Square 

1-M  25 

9757 

390 

29.6 

TREATMENTS 

3 

38503 

12834 

2-M  25 

9443 

378 

33.2 

1.6 

372 

409  367 

413 

ERROR 

96 

71360 

743 

3-M  25 

9470 

379 

20.6 

1.5 

372 

409  367 

413 

4-M  25 

8460 

338** 

23.8 

6.7 

372 

409*  367 

413* 

*  TOTAL 

99 

109863 

'F'  table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70* 

Coeff.  Var.  X 

- 

7.343 

Dunnett's  /T/  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

= 

17.27 

DAY  2  9 

1-M  25 

10474 

419 

34.9 

TREATMENTS 

3 

57910 

19303 

2-M  25 

10213 

409 

36.7 

1.2 

398 

440  392 

446 

ERROR 

96 

97515 

1016 

3-M  25 

10281 

411 

24.8 

0.9 

398 

440  392 

446 

4-M  25 

8951 

358** 

29.7 

6.8 

398 

440*  392 

446**  TOTAL 

99 

155425 

'F'  table  values 

F  .01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  X 

s 

7.984 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

= 

19.00 

DAY  36 

1-M  25 

11141 

446 

38.5 

TREATMENTS 

3 

86137 

28712 

2-M  25 

10943 

438 

38.9 

0.8 

422 

469  416 

475 

ERROR 

96 

117756 

1227 

3-M  25 

10940 

438 

29.3 

0.8 

422 

469  416 

475 

4-M  25 

9324 

373** 

32.5 

7.3 

422 

469*  416 

475**  TOTAL 

99 

203893 

table  values 

F  .01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  X 

s 

8.270 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

3 

23.41 

*  P  less  than  .05  Analysis  of  Variance  using  DUNNETT'S  Procedure 

**  P  less  than  .01 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY: 

152 

SEX:  MALE 

ANALYSIS  OF 

VARIANCE 

DAY  4  3 

Std. 

DUNNETT'S 

DUNNETT'S  RANGES  Degree 

Sum  of 

Mean 

Group  N 

Total  Mean 

Dev. 

't' 

LO  -95%* 

•HI  LO  - 

99X-  HI  Source  Fdm 

Squares 

Sauare 

1-M  25 

12123 

485 

44.1 

TREATMENTS  3 

122957 

40986 

2-M  25 

11809 

472 

41.0 

1.2 

459 

511  453 

517  ERROR  96 

142578 

1485 

3-M  25 

11641 

466 

31.4 

1.8 

459 

511  453 

517  . 

4-M  25 

9873 

395** 

36.5 

8.3 

459 

511*  453 

517**  TOTAL  99 

265535 

'F'  table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70*  Coeff.  Var.  X  = 

8.480 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

27.60 

DAY  5  0 

1-M  25 

12647 

506 

46.8 

TREATMENTS  3 

169233 

56411 

2-M  25 

12398 

496 

40.0 

0.9 

479 

532  473 

539  ERROR  96 

148816 

1550 

3-M  25 

12057 

482 

30.6 

2.1 

479 

532  473 

539  . 

4-M  25 

10042 

402** 

38.4 

9.4 

479 

532*  473 

539**  TOTAL  99 

318049 

' F'  table  values 

F  .01  = 

3.98** 

F.05  = 

2.70*  Coeff.  Var.  X  = 

8.351 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

36.39 

DAY  57 

1-M  25 

13244 

530 

51.0 

TREATMENTS  3 

210770 

70257 

2-M  25 

13035 

521 

41.9 

0.7 

501 

559  494 

566  ERROR  96 

178832 

1863 

3-M  25 

12558 

502 

30.9 

2.2 

501 

559  494 

566  . 

4-M  25 

10358 

414** 

46.2 

9.5 

501 

559*  494 

566**  TOTAL  99 

389602 

table  values 

F.01  = 

3.98* 

■* 

F.05  = 

2.70*  Coeff.  Var.  X  = 

8.773 

Dunnett's  'T*  table  values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

37.71 

P  less  than  .05  Analysis  of  Variance  using  DUNNETT'S  Procedure 

P  less  than  .01 


L-97 


SIX  MONTH  ORAL  TOXICITY  STUDY 
WR238605  SUCCINATE  IN  RATS 


OF 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY:  152  SEX:  MALE 

ANALYSIS  OF  VARIANCE 


DAY  64 

Group  N 

Total  Mean 

Std. 

Dev. 

DUNNETT'S 

#t# 

IQ  -95X- 

DUNNETT'S 
•  HI 

RANGES 

LO  -99X-  HI 

Degree 

Source  Fdm 

Sum  of 
Squares 

Mean 

Square 

1-M  25 

13692 

548 

53.3 

TREATMENTS  3 

242829 

80943 

2-M  25 

13598 

544 

42.7 

0.3 

516 

579 

509 

587 

ERROR  96 

206894 

2155 

3-M  25 

13032 

521 

32.6 

2.0 

516 

579 

509 

587 

4-M  25 

10656 

426** 

53.8 

9.2 

516 

579* 

509 

587**  TOTAL  99 

449723 

' F'  table  values 

F  .01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  %  * 

9.107 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

37.56 

DAY  71 

1-M  25 

14244 

570 

54.2 

TREATMENTS  3 

286410 

95470 

2-M  25 

14143 

566 

45.0 

0.3 

537 

603 

528 

611 

ERROR  96 

233968 

2437 

3-M  25 

13427 

537 

34.1 

2.3 

537 

603 

528 

611 

4-M  25 

10935 

437** 

60.2 

9.5 

537 

603* 

528 

611**  TOTAL  99 

520378 

'F'  table  values 

F.01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  X  - 

9.359 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

39.17 

DAY  78 

1-M  25 

14584 

583 

60.7 

TREATMENTS  3 

322034 

107345 

2-M  25 

14524 

581 

44.8 

0.2 

550 

617 

541 

625 

ERROR  96 

238652 

2486 

3-M  25 

13802 

552 

34.7 

2.2 

550 

617 

541 

625 

4-M  25 

11105 

444** 

55.2 

9.9 

550 

617* 

541 

625**  TOTAL  99 

560686 

table  values 

F.01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  X  = 

9.231 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

43.18 

*  P  less  than  .05  Analysis  of  Variance  using  DUNNETT'S  Procedure 

**  P  less  than  .01 


L-98 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY:  152  SEX:  MALE 

ANALYSIS  OF  VARIANCE 


Group 

N 

Total 

Mean 

Std. 

Dev. 

DUNNETT'S 

•V 

0UNNETT1 
LO  -95X-  HI 

’S  RANGES 

LO  -99X-  HI 

Source 

Oegree 

Fdm 

Sum  of 
Squares 

Mean 

Square 

1-M 

25 

14977 

599 

61.7 

TREATMENTS 

3 

334182 

111394 

2-M 

25 

14954 

598 

46.7 

0.1 

566 

633 

557  641 

ERROR 

96 

237648 

2476 

3-M 

25 

14081 

563* 

36.5 

2.5 

566 

633* 

557  641 

4-M 

25 

11439 

458** 

50.8 

10.1 

566 

633* 

557  641 

**  TOTAL 

99 

571830 

'  F'  table  values 

F  .01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  X 

= 

8.973 

Dunnett' 

s 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

= 

45.00 

DAY  92 


1-M  25 

15138 

606 

65.1 

TREATMENTS 

3 

343634 

114545 

2-M  25 

14989 

600 

50.6 

0.4 

571 

640 

562 

649  ERROR 

96 

255312 

2660 

3-M  25 

14109 

564* 

37.4 

2.8 

571 

640* 

562 

649 

4-M  25 

11485 

459** 

49.4 

10.0 

571 

640* 

562 

649**  TOTAL 

99 

598946 

' F#  table  values 

F.01  = 

3.98* 

* 

F.05  = 

2.70*  Coeff.  Var.  X 

- 

9.255 

Dunnett's  #T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio 

- 

43.07 

DAY 

99 

1-M  25 

15555 

622 

63.7 

TREATMENTS 

3 

367400 

122467 

2-M  25 

15542 

622 

53.5 

0.0 

586 

658 

578 

667  ERROR 

96 

270444 

2817 

3-M  25 

14435 

577** 

39.4 

3.0 

586 

658* 

578 

667** 

4-M  25 

11839 

474** 

52.8 

9.9 

586 

658* 

578 

667**  TOTAL 

99 

637844 

table  values 

F.01  = 

3.98** 

F.05  = 

2.70*  Coeff.  Var.  X 

— 

9.251 

Dunnett's  'T# 

table  values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio 

= 

43.47 

*  P  less  than  .05 

**  P  less  than  .01 


Analysis  of  Variance  using  DUNNETT'S  Procedure 


' 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY 

:  152 

ANALYSIS  OF 

VARIANCE 

SEX:  MALE 

DAY 

106 

Std. 

DUNNETT'S 

DUNNETT'S 

RANGES 

Degree 

Sim  of 

Mean 

Group  N 

Total  Mean 

Dev. 

't' 

LO  -95X- 

•  HI 

LO  - 

99%-  HI 

Source  Fdm 

Squares 

Square 

1-M  25 

15751 

630 

64.1 

TREATMENTS  3 

402310 

134103 

2-M  25 

15773 

631 

56.1 

0.1 

594 

666 

585 

675 

ERROR  96 

273652 

2851 

3-M  25 

14555 

582** 

40.9 

3.2 

594 

666* 

585 

675**  . 

4-M  25 

11879 

475** 

49.7 

10.3 

594 

666* 

585 

675**  TOTAL  99 

675962 

' F 1  table  values 

F .  01  = 

3.98* 

# 

F.05  = 

2.70* 

Coeff.  Var.  X  = 

9.212 

Dunnett's  #T# 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

47.04 

DAY 

113 

1-M  25 

16106 

644 

64.7 

TREATMENTS  3 

400252 

133417 

2-M  25 

16060 

642 

57.4 

0.1 

608 

681 

598 

690 

ERROR  96 

284752 

2966 

3-M  25 

14790 

592** 

39.4 

3.4 

608 

681* 

598 

690* 

_ _ _ 

4-M  25 

12209 

488** 

53.2 

10.1 

608 

681* 

598 

690* 

*  TOTAL  99 

685004 

' F '  table  values 

F  .01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  X  = 

9.2D5 

Dunnett#s  lTl 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  - 

44.98 

DAY 

120 

1-M  25 

16252 

650 

62.6 

TREATMENTS  3 

427036 

142345 

2-M  25 

16337 

653 

56.9 

0.2 

614 

686 

605 

696 

ERROR  96 

280884 

2926 

3-M  25 

14898 

596** 

40.4 

3.5 

614 

686* 

605 

696**  . 

4-M  25 

12294 

492** 

53.9 

10.3 

614 

686* 

605 

696**  TOTAL  99 

707920 

table  values 

F  .01  = 

3.98** 

F.05  = 

2.7D* 

Coeff.  Var.  X  - 

9.D48 

Dunnett#s  # T1 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

48.65 

P  Less  than  .05  Analysis  of  Variance  using  DUNNETT'S  Procedure 

P  Less  than  .01 


L-100 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


STUDY 

:  152 

ANALYSIS  OF 

VARIANCE 

SEX:  MALE 

DAY 

127 

Std. 

DUNNETT'S 

0UNNETT' 

S  RANGES 

Degree 

Sum  of 

Mean 

Group  N 

Total  Mean 

Dev. 

't' 

LO  -95X- 

-  HI 

LO  - 

■99%  -  HI  Source 

Fdm 

Squares 

Square 

1-M  25 

16331 

653 

63.4 

TREATMENTS 

3 

441354 

147118 

2-M  25 

16477 

659 

59.4 

0.4 

617 

690 

608 

699  ERROR 

96 

283276 

2951 

3-M  25 

14952 

598** 

37.8 

3.6 

617 

690* 

608 

699** 

4-M  25 

12339 

494** 

53.2 

10.4 

617 

690* 

608 

699**  TOTAL 

99 

724630 

'  F '  table  values 

F .  01  = 

3.98** 

F  .05  = 

2.70*  Coeff.  Var.  % 

s 

9.039 

Dunnett's  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio 

= 

49.86 

DAY 

134 

1-M  25 

16555 

662 

65.5 

TREATMENTS 

3 

458895 

152965 

2-M  25 

16695 

668 

60.4 

0.3 

624 

700 

615 

710  ERROR 

96 

308372 

3212 

3-M  25 

15179 

607** 

39.0 

3.4 

624 

700* 

615 

710** 

4-M  25 

12479 

499** 

58.3 

10.2 

624 

700* 

615 

710**  TOTAL 

99 

767267 

' F'  table  values 

F  .01  = 

3.98* 

* 

F  .05  = 

2.70*  Coeff.  Var.  % 

— 

9.305 

Oumett's  '  T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio 

— 

47.62 

DAY 

141 

1-M  25 

16820 

673 

67.2 

TREATMENTS 

3 

459447 

153U9 

2-M  25 

17060 

682 

63.4 

0.6 

634 

712 

624 

721  ERROR 

95 

317908 

3346 

3-M  25 

15446 

618** 

40.3 

3.4 

634 

712* 

624 

721** 

4-M  24 

12230 

510** 

56.8 

9.9 

633 

712* 

624 

722**  TOTAL 

98 

777355 

table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70* 

Coeff.  Var.  %  = 

9.304 

Dunnett's  'T'  table  values 

P.01  * 

2.97 

P.05  = 

2.38 

F  Ratio  = 

45.77 

*  P  less  than  .05 
**  P  less  than  .01 


Analysis  of  Variance  using  OUNNETT'S  Procedure 


L-101 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY: 

152 

ANALYSIS  OF 

VARIANCE 

SEX:  FEMALE 

DAY  1 

Std. 

DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sum  of 

Mean 

Group  N 

Total  Mean 

Dev. 

•V 

LO  -95X-  HI  LO  -99X-  HI 

Source  Fdm 

Squares 

Square 

1  -  F  25 

4561 

182 

10.2 

TREATMENTS  3 

148 

49 

2-F  25 

4550 

182 

11.0 

0.1 

ERROR  96 

10638 

111 

3-F  25 

4545 

182 

10.3 

0.2 

4-F  25 

4483 

179 

10.6 

1.0 

TOTAL  99 

10786 

'  F '  table  values 

F  .01  = 

3.98 

F.05  =  2.70 

Coeff.  Var.  X  = 

5.803 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  =  2.38 

F  Ratio  = 

0.45 

DAY  8 

1-F  25 

5107 

204 

12.6 

TREATMENTS  3 

516 

172 

2-F  25 

5072 

203 

13.8 

0.4 

ERROR  96 

14510 

151 

3-F  25 

5053 

202 

12.6 

0.6 

4-F  25 

4954 

198 

9.8 

1.8 

TOTAL  99 

15026 

' F '  table  values 

F  .01  = 

3.98 

F.05  =  2.70 

Coeff.  Var.  X  = 

6,090 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  =  2.38 

F  Ratio  = 

1.14 

DAY  15 

1-F  25 

5539 

222 

12.7 

TREATMENTS  3 

1385 

462 

2-F  25 

5520 

221 

16.0 

0.2 

ERROR  96 

18841 

196 

3-F  25 

5519 

221 

14.5 

0.2 

4-F  25 

5312 

212 

12.6 

2.3 

TOTAL  99 

20226 

table  values 

F  .01  = 

3.98 

F.05  =  2.70 

Coeff.  Var.  %  = 

6.400 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  =  2.38 

F  Ratio  = 

2.35 

*  P  less  than  .05  Analysis  of  Variance  using  OUNNETT'S  Procedure 

**  P  less  than  .01 


L-102 


SIX  MONTH  ORAL  TOXICITY  STUDY 
WR238605  SUCCINATE  IN  RATS 


OF 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY 

: 

152 

ANALYSIS  OF 

VARIANCE 

SEX: 

FEMALE 

DAY 

Group  N 

22 

Total 

Mean 

Std. 

Dev. 

DUNNETT'S 

ft# 

DUNNETT1 
LO  -95%-  HI 

S  RANGES 

LO  -99X-  HI 

Source 

Degree 

Fdm 

Sun  of 
Squares 

Mean 

Square 

1  -  F  25 

5894 

236 

14.4 

TREATMENTS 

3 

2645 

882 

2-F  25 

5850 

234 

16.7 

0.4 

226  246 

223  248 

ERROR 

96 

21605 

225 

3-F  25 

5880 

235 

15.4 

0.1 

226  246 

223  248 

4-F  25 

5580 

223* 

13.3 

3.0 

226  246* 

223  248 

TOTAL 

99 

24250 

fF'  table  values 

F  .01  = 

3.98 

F  .05  = 

2.70* 

Coeff.  Var. 

X  = 

6.465 

Dunnett 's  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

3.92 

DAY  2  9 


1  -  F 

25 

6163 

247 

15.4 

TREATMENTS  3 

2330 

777 

2-F 

25 

6176 

247 

18.5 

0.1 

ERROR  96 

27618 

288 

3-F 

25 

6228 

249 

19.4 

0.5 

4-F 

25 

5916 

237 

14.0 

2.1 

TOTAL  99 

29948 

' F'  table  values 

F  .01  = 

3.98 

F.05  = 

2.70 

Coeff.  Var.  X  = 

6.928 

Durmett' 

s  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

2.70 

DAY 

36 

1-F 

25 

6307 

252 

16.1 

TREATMENTS  3 

5266 

1755 

2-F 

25 

6322 

253 

19.3 

0.1 

240 

264 

238 

267 

ERROR  96 

29662 

309 

3-F 

25 

6303 

252 

20.0 

0.0 

240 

264 

238 

267 

4-F 

25 

5892 

236** 

14.4 

3.3 

240 

264* 

238 

267**  TOTAL  99 

34928 

table  values 

F  .01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  X  = 

7.081 

Dunnett' 

s  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

5.68 

*  P  less  than  .05  Analysis  of  Variance  using  DUNNETT'S  Procedure 

**  P  less  than  .01 


L-103 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY 

: 

152 

ANALYSIS  OF 

VARIANCE 

SEX: 

FEMALE 

DAY 

43 

Std. 

DUNNETT'S 

DUNNETT 1 

'S  RANGES 

Degree 

Sum  of 

Mean 

Group  N 

Total  Mean 

Dev. 

't' 

LO  -95V 

•  HI 

LO  -99X-  HI  Source 

Fein 

Squares 

Square 

1-F  25 

6700 

268 

16.0 

TREATMENTS 

3 

5363 

1788 

2-F  25 

6722 

269 

22.6 

0.2 

255 

281 

252  284  ERROR 

96 

36270 

378 

3-F  25 

6679 

267 

22.4 

0.2 

255 

281 

252  284 

4-F  25 

6279 

251** 

15.6 

3.1 

255 

281* 

252  284**  TOTAL 

99 

41633 

'F'  table  values 

F  .01  = 

3.98* 

* 

F .  05  = 

2.70*  Coeff.  Var. 

X  = 

7.368 

Dunnett's  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

4.73 

DAY  50 


1-F  25 

6836 

273 

18.5 

TREATMENTS  3 

8638 

2879 

2-F  25 

6895 

276 

25.8 

0.4 

259 

288 

255 

291 

ERROR  96 

43907 

457 

3-F  25 

6923 

277 

24.4 

0.6 

259 

288 

255 

291 

4-F  25 

6353 

254** 

15.1 

3.2 

259 

288* 

255 

291**  TOTAL  99 

52545 

#F#  table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70* 

Coeff.  Var.  X  = 

7.919 

Dumett's  'T '  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

6.30 

DAY  57 

1-F  25 

7097 

284 

20.9 

TREATMENTS  3 

11855 

3952 

2-F  25 

7179 

287 

27.8 

0.5 

268 

300 

264 

304 

ERROR  96 

53206 

554 

3-F  25 

7129 

285 

27.6 

0.2 

268 

300 

264 

304 

4-F  25 

6510 

260** 

15.7 

3.5 

268 

300* 

264 

304* 

*  TOTAL  99 

65061 

table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70* 

Coeff.  Var.  X  - 

8.433 

Dunnett's  ' T '  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

7.13 

*  P  less  than  .1 

05 

Analysis  of  Variance 

using  DUNNETT ' S 

Procedure 

**  P  less  than  .01 


L-104 


SIX  MONTH  ORAL  TOXICITY  STUDY 
WR238605  SUCCINATE  IN  RATS 


OF 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY 

:  152 

ANALYSIS  OF 

VARIANCE 

SEX: 

FEMALE 

DAY 

64 

Std. 

OUNNETT'S 

OUNNETT'S 

RANGES 

Degree 

Sim  of 

Mean 

Group  N 

Total 

Mean 

Oev. 

#t' 

LO  -95X-  HI 

LO  -99X-  HI 

Source 

Fdm 

Squares 

Square 

1-F  25 

7338 

294 

22.2 

TREATMENTS 

3 

13526 

4509 

2-F  25 

7334 

293 

26.9 

0.0 

277  310 

273  314 

ERROR 

96 

56218 

586 

3-F  25 

7349 

294 

29.8 

0.1 

277  310 

273  314 

4-F  25 

6669 

267** 

15.4 

3.9 

277  310* 

273  314**  TOTAL 

99 

69744 

#F'  table  values 

F  .01  = 

3.98**  F.05  = 

2.70* 

Coeff.  Var. 

X  = 

8.435 

Dunnett's  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

7.70 

DAY  71 


1-F  25 

7475 

299 

22.7 

TREATMENTS  3 

15267 

5089 

2-F  25 

7447 

298 

28.4 

0.2 

282 

316 

277 

321 

ERROR  96 

63077 

657 

3-F  25 

7458 

298 

32.3 

0.1 

282 

316 

277 

321 

4-F  25 

6747 

270** 

16.2 

4.0 

282 

316* 

277 

321**  TOTAL  99 

78344 

'  F'  table  values 

F  .01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  X  - 

8.800 

Dunnett's  9V  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

7.75 

DAY  78 

1-F  25 

7631 

305 

24.9 

TREATMENTS  3 

17778 

5926 

2-F  25 

7655 

306 

29.9 

0.1 

287 

324 

282 

328 

ERROR  96 

72285 

753 

3-F  25 

7534 

301 

34.9 

0.5 

287 

324 

282 

328 

4-F  25 

6844 

274** 

16.6 

4.1 

287 

324* 

282 

328* 

'*  TOTAL  99 

90063 

table  values 

F  .01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  X  - 

9  250 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

7.87 

*  P  less  than  .05  Analysis  of  Variance  using  OUNNETT'S  Procedure 

**  P  less  than  .01 


L-105 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 

IBfilFT 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY 

:  152 

ANALYSIS  OF 

VARIANCE 

SEX:  FEMALE 

DAY 

85 

Std. 

DUNNETT'S 

DUNNETT'S  RANGES  Degree 

Sum  of 

Mean 

Group  N 

Total 

iean 

Dev. 

't' 

LO  -95% 

-HI  10  - 

99% -  HI  Source  Fdm 

Squares 

Square 

1-F  25 

7815 

313 

26.2 

TREATMENTS  3 

18686 

6229 

2-F  25 

7794 

312 

32.0 

0.1 

294 

332  289 

336  ERROR  96 

77019 

802 

3-F  25 

7710 

308 

34.2 

0.5 

294 

332  289 

336  . 

4-F  25 

6989 

280** 

18.2 

4.1 

294 

332*  289 

336**  TOTAL  99 

95705 

* F '  table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70*  Coeff.  Var.  %  = 

9.346 

Dunnett's  ' T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

7.76 

DAY 

92 

1-F  25 

7915 

317 

27.5 

TREATMENTS  3 

25414 

8471 

2-F  25 

7833 

313 

31.1 

0.4 

298 

336  293 

340  ERROR  96 

76719 

799 

3-F  25 

7780 

311 

31.4 

0.7 

298 

336  293 

340  . 

4-F  25 

6929 

277** 

22.1 

4.9 

298 

336*  293 

340**  TOTAL  99 

102133 

'F'  table  values 

F  .01  = 

3.98** 

F.05  = 

2.70*  Coeff.  Var.  X  = 

9.282 

Dunnett's  '  T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

10.60 

DAY 

99 

1-F  25 

7876 

315 

26.7 

TREATMENTS  3 

18131 

6044 

2-F  25 

7788 

312 

30.8 

0.5 

296 

334  292 

338  ERROR  96 

73310 

764 

3-F  25 

7700 

308 

32.8 

0.9 

296 

334  292 

338  . 

4-F  25 

7024 

281** 

17.7 

4.4 

296 

334*  292 

338**  TOTAL  99 

91441 

table  values 

F.01  = 

3.98** 

F.05  = 

2.70*  Coeff.  Var.  X  = 

9.094 

Dunnett's  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

7.91 

* 

P  less  than  . 

05 

Analysis  of  ’ 

Variance 

using  DUNNETT'S 

Procedure 

** 

P  less  than  . 

01 

L-106 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY:  152 

ANALYSIS  OF 

VARIANCE 

SEX :  FEMALE 

DAY 

106 

Std. 

DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group  N 

Total  Mean 

Dev. 

't' 

LO  -95%- 

-HI  LO  - 

99*-  HI 

Source  Fdm 

Squares 

Square 

1-F  25 

7895 

316 

27.2 

TREATMENTS  3 

21788 

7263 

2-F  25 

7856 

314 

30.3 

0.2 

297 

334  293 

339 

ERROR  96 

71469 

744 

3-  F  25 

7772 

311 

31.2 

0.6 

297 

334  293 

339 

4-F  25 

6995 

280** 

18.6 

4.7 

297 

334*  293 

339**  TOTAL  99 

93257 

'F'  table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70* 

Coeff.  Var.  *  = 

8.941 

Dunnett 's  'T 

'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

9.76 

DAY 

113 

1-F  25 

8249 

330 

27.6 

TREATMENTS  3 

27732 

9244 

2-F  25 

8240 

330 

33.5 

0.0 

311 

349  306 

354 

ERROR  96 

79189 

825 

3-F  25 

8102 

324 

33.3 

0.7 

311 

349  306 

354 

4-F  25 

7245 

290** 

17.5 

4.9 

311 

349*  306 

354**  TOTAL  99 

106921 

'  F'  table  values 

F  .01  = 

3.98* 

* 

F  .05  = 

2.70* 

Coeff.  Var.  *  = 

9.021 

Dunnett 's  'T 

'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  - 

11.21 

DAY 

120 

1-F  25 

8415 

337 

30.9 

TREATMENTS  3 

33118 

11039 

2-F  25 

8336 

333 

34.7 

0.4 

316 

357  311 

363 

ERROR  96 

92262 

961 

3-F  25 

8247 

330 

36.6 

0.8 

316 

357  311 

363 

4-F  25 

7291 

292** 

18.7 

5.1 

316 

357*  311 

363**  TOTAL  99 

125380 

table  values 

F  .01  = 

3.98* 

* 

F  .05  = 

2.70* 

Coeff.  Var.  *  = 

9.601 

Dunnett' s  'T 

'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

11.49 

*  P  less  than  .05  Analysis  of  Variance  using  DUNNETT'S  Procedure 

**  P  less  than  .01 


L-107 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


ISAM 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY 

:  152 

ANALYSIS  OF 

VARIANCE 

SEX:  FEMALE 

DAY 

127 

Std. 

DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Stxn  of 

Mean 

Group  N 

Total  I 

Hean 

Dev. 

't' 

LO  -95% 

-HI  LO  * 

99% -  HI 

Source  Fdm 

Squares 

Square 

1  •  F  25 

8515 

341 

31.9 

TREATMENTS  3 

40106 

13369 

2-F  25 

8417 

337 

36.5 

0.4 

319 

362  313 

368 

ERROR  96 

100282 

1045 

3-F  25 

8381 

335 

39.3 

0.6 

319 

362  313 

368 

4-F  25 

7287 

291** 

16.9 

5.4 

319 

362*  313 

368* 

r*  TOTAL  99 

140388 

'F'  table  values 

F .  01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  %  = 

9.914 

Dunnett's  'T ' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  - 

12.80 

DAY 

134 

1-F  25 

8672 

347 

33.8 

TREATMENTS  3 

44204 

14735 

2-F  25 

8549 

342 

35.5 

0.5 

324 

369  319 

375 

ERROR  96 

106961 

1114 

3-F  25 

8567 

343 

41.3 

0.4 

324 

369  319 

375 

4-F  25 

7387 

295** 

18.6 

5.4 

324 

369*  319 

375**  TOTAL  99 

151165 

' F'  table  values 

F  .01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  %  = 

10.062 

Dunnett's  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

13.22 

DAY 

141 

1-F  25 

8816 

353 

34.7 

TREATMENTS  3 

53697 

17899 

2-F  25 

8692 

348 

36.9 

0.5 

330 

376  324 

381 

ERROR  96 

111011 

1156 

3-F  25 

8676 

347 

41.8 

0.6 

330 

376  324 

381 

4-F  25 

7396 

296** 

17.8 

5.9 

330 

376*  324 

381**  TOTAL  99 

164708 

table  values 

F  .01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  %  = 

10.127 

Dunnett's  'T ' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

15.48 

* 

P  less  than  . 

05 

Analysts  of  ' 

Variance 

using  DUNNETT'S 

Procedure 

** 

P  less  than  . 

01 

L-108 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


lU 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY 

:  152 

ANALYSIS  OF 

VARIANCE 

SEX: 

FEMALE 

DAY 

Group  N 

148 

Total 

Mean 

std. 

Dev, 

DUNNETT'S 

•V 

LO  -95%- 

DUNNETT' 
•  HI 

’S  RANGES 

LO  -99%-  HI 

Source 

Degree 

F  dm 

Sum  of 
Squares 

Mean 

Square 

1-F 

25 

8948 

358 

38.7 

TREATMENTS 

3 

56835 

18945 

2-F 

25 

8803 

352 

38.7 

0.6 

334 

382 

328  388 

ERROR 

96 

123527 

1287 

3-F 

25 

8831 

353 

42.3 

0.5 

334 

382 

328  388 

4-  F 

25 

7490 

300** 

18.9 

5.7 

334 

382* 

328  388**  TOTAL 

99 

180362 

'  F'  table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70* 

Coeff.  Var. 

X  = 

10.528 

Dunnett' 

s  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

14.72 

DAY  155 


1-F  25 

9104 

364 

40.0 

TREATMENTS  3 

54903 

18301 

2-F  25 

8835 

353 

42.1 

1.0  338 

390 

332 

396  ERROR  96 

139794 

1456 

3-F  25 

8946 

358 

46.0 

0.6  338 

390 

332 

396  . 

4-F  25 

7627 

305** 

18.3 

5.5  338 

390* 

332 

396**  TOTAL  99 

194697 

'F'  table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70*  Coeff.  Var.  X  = 

11.057 

Dunnett's  'T '  table  values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

12.57 

DAY  162 


1-F  25 

9005 

360 

40.7 

TREATMENTS  3 

51737 

17246 

2-F  25 

8834 

353 

42.4 

0.6  334 

386 

328 

393  ERROR  96 

143227 

1492 

3-F  25 

8883 

355 

45.5 

0.4  334 

386 

328 

393  . 

4-F  25 

7602 

304** 

21.1 

5.1  334 

386* 

328 

393**  TOTAL  99 

194964 

table  values 

F  .01  = 

3.98** 

F.05  = 

2.70*  Coeff.  Var.  X  = 

11.253 

Dunnett's  'T'  table  values 

P.01  - 

2.97 

P.05  = 

2.38  F  Ratio  = 

11.56 

P  less  than  .05  Analysis  of  Variance  using  DUNNETT'S  Procedure 

P  less  than  .01 


L-109 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  BODY  WEIGHTS  (Grams) 


STUDY:  152  SEX:  FEMALE 

ANALYSIS  OF  VARIANCE 


DAY  169 

Group  N  Total  Mean 

Std. 

Dev. 

DUNNETT'S 

't' 

10  -95X- 

OUNNETT'S  RANGES 
•  HI  LO  -99X-  HI 

Oegree 

Source  Fdm 

Sum  of 
Squares 

Mean 

Square 

1-F  25  91U 

365 

42.6 

TREATMENTS  3 

55123 

18374 

2-F  25  8970 

359 

42.3 

0.5 

338 

391 

332 

397 

ERROR  96 

144128 

1501 

3-F  25  8969 

359 

44.0 

0.5 

338 

391 

332 

397 

4-F  25  7669 

307** 

21.3 

5.3 

338 

391* 

332 

397* 

*  TOTAL  99 

199251 

' Ff  table  values 

F  .01  = 

3.98** 

F  .05 

s 

2.70* 

Coeff.  Var.  X  = 

11.159 

Ounnett's  'T#  table  values 

P.01  = 

2.97 

P.05 

= 

2.38 

F  Ratio  = 

12.24 

DAY  176 

1-F  25  9386 

375 

46.4 

TREATMENTS  3 

64515 

21505 

2-F  25  9215 

369 

44.5 

0.6 

347 

404 

340 

411 

ERROR  96 

167485 

1745 

3-F  25  9184 

367 

48.1 

0.7 

347 

404 

340 

411 

4-F  25  7806 

312** 

22.9 

5.3 

347 

404* 

340 

411**  TOTAL  99 

232000 

' F'  table  values 

F.01  = 

3.98* 

* 

F.05 

— 

2.70* 

Coeff.  Var.  X  - 

11.736 

Ounnett's  'T'  table  values 

P.01  = 

2.97 

P.05 

= 

2.38 

F  Ratio  = 

12.33 

DAY  182 


1-F 

20 

7715 

386 

44.4 

TREATMENTS  3 

56809 

18936 

2-F 

20 

7404 

370 

51.9 

1.2  354 

417 

347 

425  ERROR  76 

132196 

1739 

3-F 

20 

7480 

374 

44.6 

0.9  354 

417 

347 

425  . 

4-F 

20 

6331 

317** 

17.4 

5.2  354 

417* 

347 

425**  TOTAL  79 

189005 

table  values 

F.01  = 

4.04** 

F.05  = 

2.72*  Coeff.  Var.  X  = 

11.533 

• 

Dunnett ' 

s  fT'  table  values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

10.89 

*  P  less  than  .05  Analysis  of  Variance  using  DUNNETT'S  Procedure 

**  P  less  than  .01 
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] 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


¥ 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 
STUDY:  152  .  SEX:  MALE 


DAY  8 


ANALYSIS  OF  VARIANCE 


Group 

N 

Total  i 

Mean 

Std. 

Dev. 

DUNNETT'S 

't' 

DUNNETT ' 
10  -95X-  HI 

S  RANGES 

LO  -99%- 

HI 

Source 

Degree 

Fckn 

Sun  of 
Squares 

Mean 

Square 

1-M 

25 

629 

25 

1.8 

TREATMENTS 

3 

97 

32 

2-M 

25 

607 

24 

3.6 

1.3 

24  27 

23 

27 

ERROR 

96 

565 

6 

3-M 

25 

611 

24 

1.5 

1.0 

24  27 

23 

27 

4-M 

25 

562 

22** 

2.3 

3.9 

24  27* 

23 

27**  TOTAL 

99 

662 

' F '  table  values 

F.01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  ! 

K  = 

10.069 

Dunnett' 

s  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

= 

5.52 

DAY  15 


1-M  25 

655 

26 

2.3 

TREATMENTS  3 

442 

147 

2-M  25 

621 

25 

3.2 

2.1 

25 

28 

24 

28  ERROR  96 

513 

5 

3-M  25 

632 

25 

1.6 

1.4 

25 

28 

24 

28  . 

4-M  25 

518 

21** 

1.8 

8.4 

25 

28* 

24 

28**  TOTAL  99 

955 

1 F'  table  values 

F.01  = 

3.98** 

F.05  = 

2.70*  Coeff.  Var.  X  = 

9.533 

Dunnett's  'T'  table 

values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

27.54 

DAY  22 

1-M  25 

664 

27 

1.9 

TREATMENTS  3 

689 

230 

2-M  24 

619 

26 

2.3 

1.3 

25 

28 

25 

28  ERROR  95 

389 

4 

3-M  25 

664 

27 

1.9 

0.0 

25 

28 

25 

28  . . 

4-M  25 

507 

20** 

2.0 

11.0 

25 

28* 

25 

28**  TOTAL  98 

1078 

'F'  table  values 

F.01  = 

3.98** 

F.05  = 

2.70*  Coeff.  Var.  X  = 

8.167 

Dunnett's  'T'  table 

va l ues 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

56.06 

*  P  less  than  .05  Analysis  of  Variance  using  DUNNETT'S  Procedure 

**  P  less  than  .01 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 


STUDY: 

DAY  29 

Group  N 

152 

Total  Mean 

ANALYSIS  OF 

Std.  DUNNETT'S 
Dev.  't' 

VARIANCE 

DUNNETT' 
LO  -95X-  HI 

rS  RANGES 

LO  -99V 

HI 

SEX:  MALE 

Degree 

Source  Fdm 

Sum  of 
Squares 

Mean 

Square 

1-M  25 

655 

26 

2.7 

TREATMENTS 

3 

674 

225 

2-M  25 

656 

26 

3.5 

0.1 

24 

28 

24 

29 

ERROR 

96 

720 

7 

3-M  25 

647 

26 

1.9 

0.4 

24 

28 

24 

29 

4-M  25 

503 

20** 

2.5 

7.9 

24 

28* 

24 

29**  TOTAL 

99 

1394 

'  F'  table  values 

F  .01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  X 

— 

11.127 

Dunnett's  'V  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

= 

29.96 

DAY  36 

1-M  25 

658 

26 

2.9 

TREATMENTS 

3 

606 

202 

2-M  25 

630 

25 

2.7 

1.3 

24 

28 

24 

29 

ERROR 

96 

915 

10 

3-M  25 

653 

26 

3.9 

0.2 

24 

28 

24 

29 

4-M  25 

507 

20** 

2.7 

6.9 

24 

28* 

24 

29**  TOTAL 

99 

1521 

'  F'  table  values 

F.01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  X 

— 

12.612 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

= 

21.19 

DAY  4  3 


1-M  25 

719 

29 

3.1 

TREATMENTS  3 

605 

202 

2-M  25 

677 

27 

2.7 

2.2  27 

31 

26 

31  ERROR  96 

716 

7 

3-M  25 

679 

27 

2.2 

2.1  27 

31 

26 

31  . 

4-M  25 

555 

22** 

2.8 

8.5  27 

31* 

26 

31**  TOTAL  99 

1321 

'F'  table  values 

F.01  = 

3.98** 

F.05 

= 

2.70*  Coeff.  Var.  X  = 

10,382 

Dunnett's  'T'  table 

values 

P.01  = 

2.97 

P.05 

= 

2.38  F  Ratio  = 

27.06 

*  P  less 

than  .05 

Analysis  of  Variance 

us  i  ng 

DUNNETT'S 

Procedure 

**  P  less  than  .01 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


ifilFI 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 

SEX:  MALE 

ANALYSIS  OF  VARIANCE 


STUDY:  152 
DAY  50 


Group 

N  Total  Mean 

Std. 

Oev. 

DUNNETT' S 

't'  LO  -95% 

DUNNETT 'S  RANGES 
-  HI  LO  -99%-  HI 

Degree 

Source  Fdm 

Sun  of 
Squares 

Mean 

Square 

1-M 

25 

711 

28 

3.2 

TREATMENTS  3 

624 

208 

2-M 

25 

714 

29 

2.6 

0.1 

26 

30 

26 

31 

ERROR  96 

801 

8 

3-M 

25 

672 

27 

2.0 

1.9 

26 

30 

26 

31 

4-M 

25 

560 

22** 

3.5 

7.4 

26 

30* 

26 

31**  TOTAL  99 

1425 

'F'  table  values 

F  .01  = 

3.98** 

F  .05 

— 

2.70* 

Coeff.  Var.  X  = 

10.871 

Dunnett' 

s  'T'  table 

values 

P.01  = 

2.97 

P.05 

s 

2.38 

F  Ratio  = 

24.91 

DAY  57 

1-H 

25 

735 

29 

3.5 

TREATMENTS  3 

1000 

333 

2-H 

25 

729 

29 

2.6 

0.3 

27 

31 

27 

32 

ERROR  96 

837 

9 

3-M 

25 

691 

28 

1.8 

2.1 

27 

31 

27 

32 

4-M 

25 

540 

22** 

3.6 

9.3 

27 

31* 

27 

32**  TOTAL  99 

1837 

'F'  table  values 

F .  01  = 

3.98** 

F.05 

— 

2.70* 

Coeff.  Var.  X  = 

10.957 

Dunnett' 

s  'T'  table 

values 

P.01  = 

2.97 

P.05 

= 

2.38 

F  Ratio  = 

38.21 

DAY  64 

1-M 

25 

713 

29 

3.0 

TREATMENTS  3 

967 

322 

2-M 

25 

713 

29 

2.6 

0.0 

26 

31 

26 

31 

ERROR  96 

896 

9 

3-M 

25 

694 

28 

1.9 

0.9 

26 

31 

26 

31 

4-M 

25 

528 

21** 

4.3 

8.6 

26 

31* 

26 

31 

**  TOTAL  99 

1863 

' F'  table  values 

F  .01  = 

3.98** 

F.05 

- 

2.70* 

Coeff.  Var.  X  = 

11.535 

Dunnett' 

s  'T'  table 

values 

P.01  = 

2.97 

P.05 

r 

2.38 

F  Ratio  = 

34.56 

*  P  less 

than  .05 

Analysis  of  Variance 

using 

DUNNETT' S 

Procedure 

P  less  than  .01 


L-113 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 


STUDY:  152 


SEX:  MALE 


DAY  71 


ANALYSIS  OF  VARIANCE 


Group 

N 

Total  l 

Mean 

Std. 

Dev. 

DUNNETT 'S 
't' 

DUNNETT' 
LO  -95X-  HI 

$  RANGES 

LO  -99%- 

HI 

Source 

Degree 
F  dn 

Sum  of 
Squares 

Mean 

Square 

1-M 

25 

718 

29 

2.9 

TREATMENTS 

3 

905 

302 

2-M 

25 

732 

29 

2.9 

0.6 

26  31 

26 

32 

ERROR 

96 

1065 

11 

3-M 

25 

695 

28 

1.8 

1.0 

26  31 

26 

32 

4-M 

25 

544 

22** 

4.9 

7.4 

26  31* 

26 

32**  TOTAL 

99 

1970 

'  F'  table  values 

F.01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  ! 

l  = 

12.384 

Dunnett' 

s  ‘V 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

= 

27.21 

DAY  78 


1-M 

25 

729 

29 

5.1 

2-M 

25 

738 

30 

2.6 

0.4 

27 

3-M 

25 

719 

29 

1.9 

0.4 

27 

4-M 

25 

574 

23** 

4.0 

6.0 

27 

'F'  table  values  F.01  =  3.98** 

Ourmett's  *T*  table  values  P.01  =  2.97 


TREATMENTS 

3 

725 

242 

32 

26 

32 

ERROR 

96 

1267 

13 

32 

26 

32 

32* 

26 

32** 

TOTAL 

99 

1992 

F.05  =  2.70*  Coeff.  Var.  X  =  13.163 

P.05  =  2.38  F  Ratio  =  18.31 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


“l? 

li 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 


STUDY:  152 


SEX:  MALE 


DAY  85 


ANALYSIS  OF  VARIANCE 


Group 

N 

Total 

Mean 

Std. 

Dev. 

DUNNETT'S 

't' 

DUNNETT' 
LO  -95X-  HI 

S  RANGES 

LO  -99X- 

HI 

Source 

Degree 

Fdm 

Sum  of 
Squares 

Mean 

Square 

1-M 

25 

709 

28 

3.3 

TREATMENTS 

3 

389 

130 

2-M 

25 

725 

29 

2.8 

0.8 

26  30 

26 

31 

ERROR 

96 

842 

9 

3-M 

25 

723 

29 

2.9 

0.7 

26  30 

26 

31 

4-M 

25 

606 

24** 

2.8 

4.9 

26  30* 

26 

3V 

**  TOTAL 

99 

1231 

#F#  table  values 

F.01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  I 

10.720 

Dunnett' 

s  #T# 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

= 

14.79 

DAY  92 


1-M  25 

684 

27 

3.8 

TREATMENTS  3 

657 

219 

2-M  25 

665 

27 

5.0 

0.7 

25 

30 

24 

30  ERROR  96 

1321 

14 

3-M  25 

650 

26 

2.1 

1.3 

25 

30 

24 

30  . 

4-M  25 

521 

21** 

3.2 

6.2 

25 

30* 

24 

30**  TOTAL  99 

1978 

'F'  table  values 

F.01  = 

3.98** 

F.05  = 

2.70*  Coeff.  Var.  X  = 

14.721 

Dunnett's  'T'  table 

values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

15.91 

DAY  99 


1-M  25 

685 

27 

3.0 

TREATMENTS  3 

430 

143 

2-M  25 

699 

28 

3.0 

0.7 

25 

29 

25 

30  ERROR  96 

820 

9 

3-M  25 

659 

26 

2.2 

1.3 

25 

29 

25 

30  . 

4-M  25 

566 

23** 

3.3 

5.8 

25 

29* 

25 

30**  TOTAL  99 

1250 

'F'  table  values 

F.01  = 

3.98** 

F.05  = 

2.70*  Coeff.  Var.  %  = 

11.205 

Dunnett's  'T'  table 

va  L  ues 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

16.76 

*  P  Less  than  ,05 
**  P  less  than  .01 


Analysis  of  Variance  using  DUNNETT'S  Procedure 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 


STUDY:  152 
DAY  106 


ANALYSIS  OF  VARIANCE 


SEX:  MALE 


Group 

N 

Total 

Mean 

Std. 

Dev. 

DUNNETT'S 

't' 

0UNNETT' 
LO  -95X-  HI 

'S  RANGES 

LO  -99X-  HI 

Source 

Degree 

Fdm 

Sum  of 
Squares 

Mean 

Square 

1-M 

25 

672 

27 

2.6 

TREATMENTS 

3 

407 

136 

2-M 

25 

678 

27 

3.4 

0.3 

25  29 

24  29 

ERROR 

96 

916 

10 

3-M 

25 

666 

27 

3.0 

0.3 

25  29 

24  29 

4-M 

25 

556 

22** 

3.3 

5.3 

25  29* 

24  29**  TOTAL 

99 

1323 

' F'  table  values 

F.01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  * 

C  = 

12.007 

Dunnett' 

s  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

= 

14.21 

DAY  113 


1-M 

25 

6  77 

27 

2.7 

TREATMENTS 

3 

258 

86 

2-M 

25 

681 

27 

2.9 

0.2 

25 

29 

25 

29 

ERROR 

96 

677 

7 

3-M 

25 

681 

27 

2.1 

0.2 

25 

29 

25 

29 

4-M 

25 

587 

23** 

2.8 

4.8 

25 

29* 

25 

29** 

TOTAL 

99 

935 

table  values 

Dunnett's  'T'  table  values 


F.01 

P.01 


3.98**  F.05 

2.97  P.05 


2.70*  Coeff.  Var.  X  =  10.114 

2.38  F  Ratio  =  12.19 


DAY  120 


1-M 

25 

681 

27 

3.6 

TREATMENTS  3 

339 

113 

2-M 

25 

686 

27 

2.4 

0.2 

25 

29 

25 

30  ERROR  96 

811 

8 

3-M 

25 

651 

26 

2.6 

1.5 

25 

29 

25 

30  . 

4-M 

25 

571 

23** 

2.9 

5.4 

25 

29* 

25 

30**  TOTAL  99 

1150 

'F'  table  values 

F.01  = 

3.98** 

F.05  = 

2.70*  Coeff.  Var.  X  = 

11.227 

Dunnett' 

s  'T'  table 

values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

13.37 

P  less  than  .05  Analysis  of  Variance  using  DUNNETT'S  Procedure 

P  less  than  .01 
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SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


uL> 


IS  fl  IF  I 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 


STUDY:  152 

DAY  127 

Group  N  Total  Mean 

ANALYSIS  OF 

Std.  DUNNETT'S 

Dev.  't' 

VARIANCE 

DUNNETT'S 
10  -95X-  HI 

RANGES 

10  -99V 

SEX:  MALE 

Degree 

HI  Source  Fdn 

Sun  of 
Squares 

Mean 

Square 

1  -M  25  645 

26 

2.7 

TREATMENTS 

3 

325 

108 

2-H  25  671 

27 

2.6 

1.5 

24 

27 

24 

28  ERROR 

96 

584 

6 

3-H  25  626 

25 

2.1 

1.1 

24 

27 

24 

28 

4-M  25  550 

22** 

2.5 

5.4 

24 

27* 

24 

28**  TOTAL 

99 

909 

'F'  table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70*  Coeff.  Var.  X 

r 

9.900 

Dumett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

s 

17.80 

DAY  134 

1 -H  25  659 

26 

2.8 

TREATMENTS 

3 

426 

142 

2-M  25  664 

27 

2.0 

0.2 

24 

28 

24 

29  ERROR 

96 

904 

9 

3-H  25  666 

27 

2.1 

0.3 

24 

28 

24 

29 

4-M  25  544 

22** 

4.6 

5.3 

24 

28* 

24 

29**  TOTAL 

99 

1330 

'F'  table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70*  Coeff.  Var.  X 

s 

12.116 

Durmett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

s 

15.07 

DAY  141 


1  -M  25 

651 

26 

2.8 

TREATMENTS  3 

376 

125 

2-H  25 

694 

28 

2.9 

2.2 

24 

28 

24 

28  ERROR  95 

721 

8 

3-H  25 

681 

27 

1.9 

1.5 

24 

28 

24 

28  . 

4-H  24 

545 

23** 

3.3 

4.2 

24 

28* 

24 

28**  TOTAL  98 

1097 

'F'  table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70*  Coeff.  Var.  X  = 

10.608 

Dunnett's  'T'  table 

values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

16.51 

*  P  less  than  .05  Analysis  of  Variance  using  DUNNETT'S  Procedure 

**  P  less  than  .01 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 


STUDY:  152 
DAY  148 


ANALYSIS  OF  VARIANCE 


Group 

N 

Total  i 

Mean 

Std. 

Dev. 

OUNNETT'S 

't' 

DUNNETT' 
10  -95X-  HI 

S  RANGES 

LO  -99%-  HI 

I'M 

25 

692 

28 

2.5 

2-M 

25 

695 

28 

3.7 

0.1 

3-M 

25 

692 

28 

2.0 

0.0 

4-M 

24 

618 

26 

3.7 

2.2 

#F#  table  values 

F.01  = 

3.98 

F.05  = 

2.70 

0unnett/ 

s  'T' 

table  values 

P.01  = 

2.97 

P.05  = 

2.38 

SEX:  MALE 


Source 

Degree 

Fdm 

Sun  of 
Squares 

Mean 

Square 

TREATMENTS 

3 

71 

24 

ERROR 

95 

881 

9 

TOTAL 

98 

952 

Coeff.  Var.  ! 

s  = 

11.181 

F  Ratio 

= 

2.54 

DAY  155 


1-M  25 

701 

28 

2.4 

TREATMENTS  3 

260 

87 

2-M  25 

697 

28 

3.0 

0.2 

26 

30 

26 

30  ERROR  95 

705 

7 

3-M  25 

701 

28 

2.0 

0.0 

26 

30 

26 

30  . 

4-M  24 

581 

24** 

3.3 

4.9 

26 

30* 

26 

30**  TOTAL  98 

965 

'F'  table  values 

F.01  = 

3.98** 

F.05  = 

2.70*  Coeff.  Var.  X  = 

10.060 

Dunnett's  'T'  table 

values 

P.01  = 

2.97 

P.05  = 

2.38  f  Ratio  = 

11.69 

DAY  162 

1-M  25 

649 

26 

3.1 

TREATMENTS  3 

272 

91 

2-M  25 

652 

26 

3.4 

0.2 

24 

28 

24 

28  ERROR  95 

760 

8 

3-M  25 

641 

26 

2.2 

0.4 

24 

28 

24 

28  . 

4-M  24 

529 

22** 

2.4 

4.8 

24 

28* 

24 

28**  TOTAL  98 

1032 

' F'  table  values 

F.01  = 

3.98** 

F.05  = 

2.70*  Coeff.  Var.  X  = 

11.328 

Ounnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38  f  Ratio  = 

11.35 

*  P  less  Wan  .05 

**  P  less  Wan  .01 


Analysis  of  Variance  using  OUNNETT'S  Procedure 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY 

OF  DAILY 

MEAN  FOOD  CONSUMPTION  (Grams) 

STUDY:  152 

SEX:  MALE 

ANALYSIS  OF 

VARIANCE 

DAY  169 

Std. 

DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group 

N  Total  Mean 

Dev. 

#t' 

LO 

95X-  HI  LO  -99X- 

HI 

Source 

Fdn 

Squares 

Square 

1-M 

25 

638 

26 

3.1 

TREATMENTS 

3 

258 

86 

2-M 

25 

642 

26 

3.6 

0.2 

24 

27  23 

28 

ERROR 

95 

819 

9 

3-M 

25 

640 

26 

2.0 

0.1 

24 

27  23 

28 

4-M 

24 

524 

22** 

2.8 

4.4 

24 

28*  23 

28**  TOTAL 

98 

1077 

'F'  table  values 

F  .01  = 

3.98** 

F .05  =  2.70* 

Coeff.  Var.  X 

s 

11.894 

Dunnett' 

s  #Tf  table 

values 

P.01  = 

2.97 

P.05  =  2.38 

F  Ratio 

= 

9.99 

DAY  176 

1-M 

25 

661 

26 

2.9 

TREATMENTS 

3 

185 

62 

2-M 

25 

630 

25 

4.3 

1.3 

24 

29  24 

29 

ERROR 

95 

1031 

11 

3-M 

25 

653 

26 

2.1 

0.3 

24 

29  24 

29 

4-M 

24 

550 

23** 

3.6 

3.7 

24 

29*  24 

29**  TOTAL 

98 

1216 

9 F *  table  values 

F  .01  = 

3.98** 

F.05  =  2.70* 

Coeff.  Var.  X 

= 

13.075 

Dunne tt 9 

s  'T#  table 

values 

P.01  = 

2.97 

P.05  =  2.38 

F  Ratio 

= 

5.68 

DAY  182 


1-M  20 

545 

27 

2.4 

TREATMENTS  3 

41 

14 

2-M  20 

520 

26 

3.5 

1.3 

ERROR  75 

655 

9 

3-M  20 

550 

28 

2.8 

0.3 

4-M  19 

492 

26 

3.1 

1.4 

TOTAL  78 

696 

'F'  table  values 

F  .01  = 

4.04 

F.05  = 

2.72 

Coeff.  Var.  X  = 

11.076 

Dunnett's  #T#  table 

values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

1.56 

L-119 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 


STUDY:  152 

DAY  8 

Group  N  Total  Mean 

ANALYSIS  OF 

Std.  DUNNETT'S 
Dev.  't' 

VARIANCE 

DUNNETT'S  RANGES 

LO  -95X-  HI  10  -99X-  HI 

SEX:  FEMALE 

Degree 

Source  Fdm 

Sun  of 
Squares 

Mean 

Square 

1-F  25 

464 

19 

2.7 

TREATMENTS  3 

97 

32 

2-F  25 

442 

18 

1.7 

1.3 

17 

20  17 

21 

ERROR  96 

530 

6 

3-F  25 

446 

18 

3.1 

1.1 

17 

20  17 

21 

4-F  25 

397 

16** 

1.6 

4.0 

17 

20*  17 

21**  TOTAL  99 

627 

'F'  table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70* 

Coeff.  Var.  X  = 

13.429 

Dunnett's  'T'  table 

va l ues 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

5.88 

DAY  15 

1-F  25 

455 

18 

2.7 

TREATMENTS  3 

11 

4 

2-F  25 

442 

18 

2.0 

0.6 

ERROR  96 

929 

10 

3-F  25 

461 

18 

4.2 

0.3 

4-F  25 

442 

18 

3.1 

0.6 

TOTAL  99 

940 

'  F'  table  values 

F  .01  = 

3.98 

F  .05  = 

2.70 

Coeff.  Var.  X  = 

17.283 

Dunnett's  'T'  table 

values 

P.01  = 

2.97 

P.C5  = 

2.38 

F  Ratio  = 

0.38 

DAY  22 

1-F  25 

476 

19 

3.5 

TREATMENTS  3 

175 

58 

2-F  25 

462 

18 

3.0 

0.6 

17 

21  16 

22 

ERROR  96 

916 

10 

3-F  25 

493 

20 

3.6 

0.8 

17 

21  16 

22 

4-F  25 

405 

16** 

1.8 

3.3 

17 

21*  16 

22**  TOTAL  99 

1091 

' F'  table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70* 

Coeff.  Var.  X  = 

16.827 

Dunnett's  'T'  table 

va l ues 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

6.11 

*  P  less 

than  .05 

Analysis  of  Variance 

using  DUNNETT'S 

Procedure 

**  P  less 

than  .01 

SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


13  a  IF  ¥ 


STUDY:  152 

DAY  29 

Group  N  Total  Mean 

ANALYSIS  OF 

Std.  DUNNETT'S 
Dev.  't' 

VARIANCE 

DUNNETT'S 
LO  -95X-  HI 

SEX:  FEMALE 

RANGES  Degree 

LO  -99X-  HI  Source  Fdm 

Son  of 
Squares 

Mean 

Square 

1-F  25 

438 

18 

2.1 

TREATMENTS  3 

56 

19 

2-F  25 

446 

18 

1.7 

0.6 

16 

19 

16 

19  ERROR  96 

325 

3 

3-F  25 

456 

18 

2.2 

1.4 

16 

19 

16 

19  . 

4-F  25 

406 

16* 

1.2 

2.5 

16 

19* 

16 

19  TOTAL  99 

381 

'F'  table  values 

F.01  = 

3.98* 

* 

F  .05  = 

2.70*  Coeff.  Var.  X  = 

10.534 

Dunnett's  'T'  table 

values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

5.53 

DAY  36 

1-F  25 

445 

18 

3.3 

TREATMENTS  3 

91 

30 

2-F  25 

421 

17 

1.5 

1.1 

16 

20 

15 

20  ERROR  96 

885 

9 

3-F  25 

462 

18 

4.3 

0.8 

16 

20 

15 

20  . 

4-F  25 

399 

16 

2.4 

2.1 

16 

20 

15 

20  TOTAL  99 

976 

'F'  table  values 

F.01  = 

3.98 

F  .05  = 

2.70*  Coeff.  Var.  X  = 

17.577 

Dunnett's  'T'  table 

values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

3.30 

DAY  43 

1-F  24 

425 

18 

2.1 

TREATMENTS  3 

103 

34 

2-F  25 

485 

19** 

1.9 

3.2 

16 

19* 

16 

19**  ERROR  95 

334 

4 

3-F  25 

481 

19* 

1.8 

2.9 

16 

19* 

16 

19  . 

4-F  25 

425 

17 

1.7 

1.3 

16 

19 

16 

19  TOTAL  98 

437 

' F'  table  values 

F.01  = 

3.98** 

F.05  = 

2.70*  Coeff.  Var.  X  = 

10.215 

Dunnett's  #T'  table 

values 

P.01  = 

2.97 

P.05  = 

2.38  F  Ratio  = 

9.76 

*  P  less 

than  .05 

Analysis  of  Variance 

using  DUNNETT'S 

Procedure 

P  less  than  .01 


L-121 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


EBMT 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 


STUDY: 

DAY  50 

Group  N 

152 

Total  Mean 

ANALYSIS  OF 

Std.  DUNNETT'S 
Dev.  *V 

VARIANCE 

DUNNETT'S 
LO  -95X-  HI 

RANGES 

LO  -99X- 

HI 

SEX:  FEMALE 

Degree 

Source  Fdn 

Sun  of 
Squares 

Mean 

Square 

1-F  25 

476 

19 

3.9 

TREATMENTS  3 

7 

2 

2-F  25 

476 

19 

2.3 

0.0 

ERROR  96 

956 

10 

3-F  25 

491 

20 

2.9 

0.7 

4-F  25 

488 

20 

3.4 

0.5 

TOTAL  99 

963 

' F '  table  values 

F  .01  = 

3.98 

F.05  = 

2.70 

Coeff.  Var.  %  = 

16.342 

Durmett's  'V  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

0.25 

DAY  57 

1-F  25 

491 

20 

2.7 

TREATMENTS  3 

153 

51 

2-F  25 

492 

20 

2.1 

0.1 

18 

21 

18 

21 

ERROR  96 

466 

5 

3-F  25 

488 

20 

2.0 

0.2 

18 

21 

18 

21 

4-F  25 

419 

17** 

2.0 

4.6 

18 

21* 

18 

21 

**  TOTAL  99 

619 

9 F#  table  values 

F  .01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  %  = 

11.657 

Durmett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

10.51 

DAY  64 


1-F 

25 

483 

19 

2.4 

TREATMENTS  3 

127 

42 

2-F 

25 

479 

19 

2.6 

0.3 

18 

*21 

17 

21 

ERROR  96 

462 

5 

X- c 

25 

484 

19 

2.1 

0.1 

18 

21 

17 

21 

j  r 

4-F 

25 

417 

17** 

1.4 

4.3 

18 

21* 

17 

21 

**  TOTAL  99 

589 

'F'  table  values 

F  .01  = 

3.98** 

F.05  = 

2.70* 

Coeff.  Var.  %  = 

11.775 

Dunnett' 

s  9V  table 

va l ues 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

8.82 

*  P  less  than  .05  Analysis  of  Variance  using  OUNNETT'S  Procedure 

**  P  less  than  .01 


L-122 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


R, 


13  M 


5? 

ii 

u 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 

SEX :  FEMALE 


STUDY:  152 
DAY  71 


ANALYSIS  OF  VARIANCE 


Group 

N 

Total 

Mean 

Std. 

Dev. 

DUNNETT'S 

't' 

DUNNETT' 
LO  -95X-  HI 

S  RANGES 

LO  -99X- 

HI 

Source 

Degree 

Fckn 

Sun  of 
Squares 

Mean 

Square 

1-F 

25 

472 

19 

2.6 

TREATMENTS 

3 

73 

24 

2-F 

25 

466 

19 

2.2 

0.4 

17  20 

17 

21 

ERROR 

96 

441 

5 

3-F 

25 

469 

19 

2.1 

0.2 

17  20 

17 

21 

4-F 

25 

420 

17** 

1.5 

3.4 

17  20* 

17 

21 

**  TOTAL 

99 

514 

'F'  table  values 

F  .01  = 

3.98** 

F  .05  = 

2.70* 

Coeff.  Var.  ! 

K  = 

11.731 

,  Dunnett' 

s  'T' 

table 

value  ; 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

= 

5.28 

DAY  78 


1-F 

25 

530 

21 

5.6 

TREATMENTS  3 

130 

43 

2-F 

25 

519 

21 

2.4 

0.4 

19 

24 

18 

24 

ERROR  95 

1185 

12 

3-F 

25 

517 

21 

2.8 

0.5 

19 

24 

18 

24 

4-F 

24 

438 

18* 

2.2 

2.9 

19 

24* 

18 

24 

TOTAL  98 

1315 

'F#  table  values 

F.01  = 

3.98 

F.05  = 

2.70* 

Coeff.  Var.  X  = 

17.444 

Dunnett' 

s  'T'  table 

values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

3.47 

P  less  than  .05 
P  less  than  .01 


Analysis  of  Variance  using  DUNNETT'S  Procedure 


I 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


IEMT 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 

SEX :  FEMALE 


STUDY:  152 
DAY  85 


ANALYSIS  OF  VARIANCE 


Group 

N  Total 

^ean 

Std. 

Dev. 

DUNNETT'S 

't'  LO  -95X- 

DUNNETT'S  RANGES 
■  HI  LO  -99X-  HI 

Degree 

Source  Fdn 

Sum  of 
Squares 

Mean 

Square 

1-F 

25 

517 

21 

3.5 

TREATMENTS  3 

57 

19 

2-F 

25 

497 

20 

2.4 

1.0 

ERROR  96 

795 

8 

3-F 

25 

508 

20 

2.2 

0.4 

4-F 

25 

467 

19 

3.3 

2.5 

TOTAL  99 

852 

'F#  table  values 

F  .01  = 

3.98 

F  .05 

- 

2.70 

Coeff.  Var.  X  = 

14.468 

t  Dumett' 

s  'T'  table 

values 

P.01  = 

2.97 

P.05 

= 

2.38 

F  Ratio  = 

2.29 

DAY  92 

1-F 

25 

483 

19 

6.1 

TREATMENTS  3 

289 

96 

2-F 

25 

471 

19 

3.4 

0.4 

17 

22 

16 

23 

ERROR  96 

1575 

16 

3-F 

25 

473 

19 

3.5 

0.3 

17 

22 

16 

23 

4-F 

25 

378 

15** 

2.2 

3.7 

17 

22* 

16 

23**  TOTAL  99 

1864 

'F'  table  values 

F  .01  = 

3.98** 

F  .05 

2.70* 

Coeff.  Var.  X  = 

22.442 

Dunnett' 

s  'T'  table 

values 

P.01  = 

2.97 

P.05 

= 

2.38 

F  Ratio  = 

5.88 

DAY  99 

1-F 

25 

446 

18 

4.1 

TREATMENTS  3 

74 

25 

2-F 

25 

427 

17 

1.6 

1.0 

16 

20 

16 

20 

ERROR  96 

650 

7 

3-F 

25 

436 

17 

2.5 

0.5 

16 

20 

16 

20 

4-F 

25 

389 

16** 

1.4 

3.1 

16 

20* 

16 

20**  TOTAL  99 

724 

'F'  table  values 

F  .01  = 

3.98 

F  .05 

S 

2.70* 

Coeff.  Var.  X  = 

15.319 

Dunnett' 

s  'T'  table 

values 

P.01  = 

2.97 

P.05 

s 

2.38 

F  Ratio  = 

3.67 

P  less  than  .05 
P  less  than  .01 


Analysis  of  Variance  using  DUNNETT'S  Procedure 


L-124 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 


STUDY:  152 

ANALYSIS  OF 

VARIANCE 

SEX: 

FEMALE 

DAY  106 

Std.  DUNNETT'S 

DUNNETT'S 

RANGES 

(Degree 

Sun  of 

Mean 

Group  N  Total 

Mean 

Dev.  't' 

10  -95X-  HI 

LO  -99X-  HI 

Source 

Fdm 

Squares 

Square 

1-F  25 

447 

18 

5.2 

TREATMENTS 

3 

102 

34 

2-F  24 

445 

19 

2.7 

0.7 

16 

20 

15 

21 

ERROR 

95 

1059 

11 

3-F  25 

460 

18 

2.5 

0.6 

16 

20 

15 

21 

4-F  25 

400 

16 

2.1 

2.0 

16 

20 

15 

21 

TOTAL 

98 

1161 

'Ff  table  values 

F  .01  = 

3.98 

F  .05  = 

2.70* 

Coeff.  Var.  X 

3 

18.863 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

= 

3.06 

DAY  113 

1-F  25 

472 

19 

4.7 

TREATMENTS 

3 

76 

25 

2-F  25 

485 

19 

2.2 

0.6 

ERROR 

96 

989 

10 

3-F  25 

505 

20 

3.3 

1.5 

4-F  25 

445 

18 

1.9 

1.2 

TOTAL 

99 

“*065 

'F'  table  values 

F  .01  = 

3.98 

F.05  = 

2.70 

Coeff.  Var.  X 

3 

16.828 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio 

2.46 

DAY  120 


1-F 

25  483 

19 

2.3 

TREATMENTS  3 

71 

24 

2-F 

25  478 

19 

2.0 

0.3 

18 

21 

17 

21 

ERROR  96 

584 

6 

3-F 

25  500 

20 

2.5 

1.0 

18 

21 

17 

21 

4-F 

25  442 

18 

2.9 

2.4 

18 

21 

17 

21 

TOTAL  99 

655 

'F'  table  values 

F  .01  = 

3.98 

F.05  = 

2.70* 

Coeff.  Var.  X  = 

12.955 

Dunnett ' 

s  '  T'  table  values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

3.92 

P  less  than  .05  Analysis  of  Variance  using  OUNNETT'S  Procedure 

P  less  than  .01 


L-125 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


SUMMARY 

OF  DAILY 

MEAN  FOOD  CONSUMPTION  (Grams) 

STUDY:  152 

SEX:  FEMALE 

ANALYSIS  OF  VARIANCE 

DAY  127 

Std. 

DUNNETT'S 

DUNNETT'S  RANGES 

Degree 

Sun  of 

Mean 

Group  N  Total  Mean 

Dev. 

't'  LO  - 

95X-  HI  LO  -99X- 

HI 

Source  Fdm 

Squares 

Square 

1-F  25 

4 67 

19 

2.0 

TREATMENTS  3 

158 

53 

2-F  25 

457 

18 

1.7 

0.8 

17 

20  17 

20 

ERROR  96 

314 

3 

3-F  25 

482 

19 

2.1 

1.2 

17 

20  17 

20 

4-F  25 

399 

16** 

1.3 

5.3 

17 

20*  17 

20**  TOTAL  99 

472 

'F'  table  values 

F.01  = 

3.98** 

F.05  =  2.70* 

r 

Coeff.  Var.  X  = 

10.027 

Dunnett's  'T'  table  values 

P.01  = 

2.97 

P.05  =  2.38 

F  Ratio  = 

16.10 

DAY  134 

1-F  25 

493 

20 

3.8 

TREATMENTS  3 

172 

57 

2-F  25 

471 

19 

1.9 

1.1 

18 

22  17 

22 

ERROR  96 

727 

8 

3-F  25 

501 

20 

2.5 

0.4 

18 

22  17 

22 

4-F  25 

417 

17** 

2.5 

3.9 

18 

22*  17 

22**  TOTAL  99 

899 

'F'  table  values 

F.01  = 

3.98** 

F.05  =  2.70* 

Coeff.  Var.  X  = 

14.620 

Dunnett#s  'T'  table 

va l ues 

P.01  = 

2.97 

P.05  =  2.38 

F  Ratio  = 

7.57 

DAY  141 

1-F  25 

475 

19 

3.0 

TREATMENTS  3 

208 

69 

2-F  25 

4  77 

19 

1.8 

0.1 

17 

21  17 

21 

ERROR  96 

745 

8 

3-F  25 

517 

21 

3.4 

2.1 

17 

21  17 

21 

4-F  25 

416 

17** 

2.7 

3.0 

17 

21*  17 

21 1 

**  TOTAL  99 

953 

'  F'  table  values 

F.01  = 

3.98** 

F.05  =  2.70* 

Coeff.  Var.  X  = 

14.779 

Dunnett's  ,Jt  table 

values 

P.01  = 

2.97 

P.05  =  2.38 

F  Ratio  - 

8.92 

P  less  than  .05  Analysis  of  Variance  using  DUNNETT'S  Procedure 

P  less  than  .01 
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I1MT 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 


STUDY:  152 

DAY  148 

Group  N  Total  Mean 

ANALYSIS  OF 

Std.  OUNNETT'S 

Oev.  't' 

VARIANCE 

DUNNETT' 
LO  -95X-  HI 

'S  RANGES 

LO  -99X-  HI 

SEX :  FEMALE 

Degree 

Source  Fdm 

Sura  of 
Squares 

Mean 

Square 

1-F  25 

498 

20 

3.8 

TREATMENTS  3 

100 

33 

2-F  25 

488 

20 

1.9 

0.4 

ERROR  96 

1481 

15 

3-F  25 

552 

22 

4.7 

1.9 

4-F  25 

499 

20 

4.6 

0.0 

TOTAL  99 

1581 

'F'  table  values 

F  .01  = 

3.98 

F  .05  = 

2.70 

Coeff.  Var.  X  - 

19.281 

Ounnett's  'T'  table 

values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

2.17 

DAY  155 

1-F  25 

489 

20 

4.8 

TREATMENTS  3 

102 

34 

2-F  23 

427 

19 

2.4 

1.1 

17 

22 

17  22 

ERROR  94 

933 

10 

3-F  25 

506 

20 

2.6 

0.8 

17 

22 

17  22 

4-F  25 

439 

18 

2.0 

2.2 

17 

22 

17  22 

TOTAL  97 

1035 

' F'  table  values 

F.01  = 

3.98 

F.05  = 

2.70* 

Coeff.  Var.  X  = 

16.586 

Ounnett's  'T'  table 

values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

3.44 

DAY  162 

1-F  25 

400 

16 

3.8 

TREATMENTS  3 

62 

21 

2-F  23 

397 

17 

2.5 

1.5 

ERROR  94 

845 

9 

3-F  25 

442 

18 

3.4 

2.0 

4-F  25 

396 

16 

1.9 

0.2 

TOTAL  97 

907 

' F '  table  values 

F.01  * 

3.98 

F.05  * 

2.70 

Coeff.  Var.  X  = 

17.974 

Dunnett's  'T'  table 

values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  = 

2.30 

♦  P  less 

than  .05 

Analysis  of  Variance 

using  DUNNETT'S  Procedure 

**  P  less  than  .01 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


ill 

uJ 


IMT 


SUMMARY  OF  DAILY  MEAN  FOOD  CONSUMPTION  (Grams) 


SEX: 

FEMALE 

Degree 

Sun  of 

Mean 

Source 

Fdm 

Squares 

Square 

TREATMENTS 

3 

57 

19 

ERROR 

96 

782 

8 

TOTAL 

99 

839 

STUDY:  152 
DAY  169 


ANALYSIS  OF  VARIANCE 


Std. 

DUNNETT1 

Group  N  Total 

Mean 

Dev. 

't' 

1-F  25 

431 

17 

4.2 

2-F  25 

436 

17 

2.5 

0.2 

3-F  25 

456 

18 

2.4 

1.2 

4-F  25 

403 

16 

1.8 

1.4 

#F#  table  values 

F  .01  = 

3, 

Dunnett's  #T#  table 

values 

P.01  = 

2 

DAY  176 

1-F  25 

475 

19 

3.1 

2-F  25 

475 

19 

1.9 

0.0 

3-F  25 

488 

20 

2.5 

0.8 

4-F  25 

433 

17* 

2.0 

2.5 

DUNNETT'S  RANGES 
LO  -95X-  HI  LO  -99X- 


HI 


F.05 

P.05 


2.70 

2.38 


Coeff.  Var.  % 
F  Ratio 


16.535 

2.35 


17 

17 

17 


#F#  table  values 
Dunnett's  #T'  table  values 


F  .01  = 
P.01  = 


3.98 

2.97 


21 

21 

21* 

F.05 

P.05 


17 

17 

17 


TREATMENTS 
21  ERROR 
21 

21  TOTAL 


3 

96 


69 

564 


23 

6 


99 


2.70* 

2.38 


Coeff.  Var.  %  = 
F  Ratio  = 


633 

12.951 

3.91 


DAY  182 


1-F  20 

423 

21 

3.5 

TREATMENTS  3 

98 

33 

2-F  20 

420 

21 

2.9 

0.2 

19 

23 

18 

24 

ERROR  76 

737 

10 

3-F  20 

464 

23 

3.2 

2.1 

19 

23 

18 

24 

4-F  20 

404 

20 

2.7 

1.0 

19 

23 

18 

24 

TOTAL  79 

835 

'F'  table  values 

F  .01  = 

4.04 

F.05  = 

2.72* 

Coeff.  Var.  X  * 

14.560 

Dunnett's  'T'  table 

values 

P.01  = 

2.97 

P.05  = 

2.38 

F  Ratio  * 

3.37 

*  P  less  than  .05  Analysis  of  Variance  using  DUNNETT'S  Procedure 

**  P  less  than  .01 
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Contract  No.:  DAMD17-92-C-2001 
Task  Order  No.:  UIC-15B 
UIC/TRL  Study  No.:  152 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF  WR238605  SUCCINATE  IN  RATS 


1.0  PURPOSE  OF  THE  STUDY: 

The  purpose  of  this  study  is  to  determine  specific  target  organ  toxicity,  dose-response 
relationships,  and  a  no  observed  adverse  effect  level  of  WR238605  succinate  in  CD®  rats 
following  six  months  of  daily  administration  by  gavage.  This  study  will  be  conducted  in 
accordance  with  the  specifications  of  the  Sponsor  as  described  in  Task  Order  UIC-15.  The 
protocol  for  this  study  was  approved  by  the  UIC  Animal  Care  Committee  (Appendix  1). 


SPONSOR: 

2.1 

Name: 

U.S.  Army  Medical  Materiel 
Development  Activity 

2.2 

Address: 

Fort  Detrick 

Frederick,  MD  21702-5009 

2.3 

Representative: 

George  J.  Schieferstein,  Ph.D. 

3.0  TESTING  FACILITY: 


3.1  Name: 


Toxicology  Research  Laboratory  (TRL) 


3.2  Address'  University  of  Illinois  at  Chicago  (UIC) 

Department  of  Pharmacology 
1940  W.  Taylor  St. 

Chicago,  II"  60612-7353 


4.0 


3.3 

Studv  Director:  Barrv  S.  Levine.  D.Sc.,  D.A.B.T. 

DATES: 

4.1 

ProDosed  Initiation  of  Dosine: 

08/02/95 

4.2 

ProDosed  Necropsv  Date/sV. 

01/31/96  -  02/02/96 

4.3 

ProDosed  Studv  Comoletion  Date 

(Draft  Studv  ReDort'): 

05/03/96 
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Task  Order  No.:  UIC-15B 
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5.0  TEST  ARTICLE 

5.1  Name  or  Code  No:  WR238605  Succinate  (mole  fraction  =  0.8) 

8-[4-Amino-l-methylbutyl)amino]-2,6-dimethoxy-4-methyl-5-(3- 
trifluoromethyl-phenoxy)quinoline  succinate 
Bottle  No.  BM12562 
CAS  No.  106635-81-8 


5.2  TRL  Chemical  No:  0720614 

5.3  Physical  Description:  Pale  yellow  powder. 


5.4  Stability  and  Handling  of  Test  Article: 


5.4.1  Storage  Conditions  to  Maintain  Stability: 

5.4. 1.1  Temperature:  0  -  4°C. 

5. 4. 1.2  Humidity:  Ambient  conditions. 

5.4. 1.3  Light:  Protect  from  light;  amber  bottle  or  silver  foil  covering. 

5.4. 1.4  Special  Requirements:  None 

5.4.2  Special  Handling  Procedures:  Standard  safety  precautions  including  gloves, 
eye  protection,  mask,  and  lab  coats. 

5.4.3  Log  of  Test  Article:  The  amount,  date,  identity  of  person(s)  removing  aliquots 
and  the  purpose  for  which  each  aliquot  of  the  test  article  was  removed  from 
the  batch  will  be  documented.  At  termination  of  the  study,  all  unused  test 
article  will  be  returned  to  the  Sponsor  if  requested. 

6.0  PERSONNEL: 


Principal  Investigator 
Study  Director 
Pathologist 
Pathology  Support 
Analytical  Chemist 
Clinical  Veterinarian 
Ophthalmologist 
Veterinarian  Support 
Clinical  Laboratory 
Tox.  Lab  Supervisor 
Lead  Technician 
Chemistry  Specialist 
Quality  Assurance 


Barry  S.  Levine,  D.Sc.,  D.A.B.T. 

Barry  S.  Levine,  D.Sc.,  D.A.B.T. 

Robert  L.  Morrissey,  D.V.M.,  Ph.D.,  D.A.C.V.P. 
Ralph  M.  Bunte,  D.V.M.,  D.A.C.V.P. 

Adam  Negrusz,  Ph.D. 

James  E.  Artwohl,  D.V.M.,  M.S.,  D.A.C.V.P. 
Samuel  J.  Vainisi  D.V.M.,  D.A.V.C.O. 
Documented  in  raw  data 


Maria  Lang,  A.H.T.,  C.V.T. 
Soudabeh  Soura,  B.S. 
Teresa  O'Neill,  B.S. 
Thomas  Tolhurst,  B.S. 
Ronald  C.  Schoenbeck 
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7.0  TEST  SYSTEM: 


Contract  No.:  DAMD17-92-C-2001 
Task  Order  No.:  UIC-15B 
UIC/TRL  Study  No.:  152 


7.1 

7.2 

7.3 

7.4 

7.5 


Species: 

Strain: 

Number  and  Sex: 


Age  of  Animals: 
Weight  of  Animals: 


Rat 

CD*  (Virus  Antibody  Free) 

105  Males  and  105  Females  (includes  5/sex  for  quarantine/pretest 
clinical  pathology  measurements). 

At  least  7  weeks  old  at  dosing  initiation. 

Approximately  225  -  275  g  (males)  and  approximately  150  - 
200g  (females)  at  dosing  initiation. 


7.6  Source  of  Animals:  Charles  River  Breeding  Laboratories.  Kingston,  N.Y. 

7.7  Justification  for  Selection  of  Test  Svstem:  The  FDA  requires  the  use  of  two  animal 
species  in  preclinical  toxicology  studies.  The  rat  is  a  standard  and  accepted  rodent  species 
for  regulatory  toxicology  studies,  and  is  specified  by  the  Sponsor.  This  is  a  successive 
chronic  toxicity  study  to  a  thirteen  week  oral  toxicity  study  of  WR238605  which  included 
a  thirteen  week  recovery  period  in  rats  (UIC.TRL  Study  No.  098). 

7.8  Procedure  for  Unique  Identification  of  Test  Svstem:  Upon  arrival,  each  animal  will  be 
given  a  study-unique  quarantine,  pretest  number.  During  the  animal  selection  process, 
each  animal  will  be  assigned  an  animal  number  unique  to  it  within  the  population  making 
up  the  study.  This  number  will  be  coded  on  a  subcutaneously  implanted  microchip.  It 
will  appear  on  a  cage  card  visible  on  the  front  of  each  cage.  The  cage  card  will 
additionally  contain  the  study  number,  test  article  identification,  treatment  group  number, 
sex  and  dose  level.  Cage  cards  will  be  color-coded  as  a  function  of  treatment  group. 
Raw  data  records  and  specimens  will  also  be  identified  by  the  unique  test  animal  number. 

7.9  Housing:  The  animals  will  be  housed  in  an  AAALAC-accredited  facility.  Animals  will 
be  singly  housed  in  polycarbonate  cages  with  Anderson-bed-a-cob  bedding  (Heinold. 
Kankakee.  Illinois)  in  a  temperature  (65-78°F)  and  humidity  (30-70%)  controlled  room 
with  a  14  hour  light/10  hour  dark  cycle.  The  cage  size.  840  cm:  area  and  20  cm  height, 
is  adequate  to  house  rats  at  the  upper  weight  range  as  described  in  the  Guide  for  the  Care 
and  Use  of  Laboratory  Animals.  DHEW  (NIH)  No.  86.23.  All  animals  will  be  routinely 
transferred  to  clean  cages  with  fresh  bedding  once  weekly. 


7.10  Quarantine  Procedure:  Animals  will  be  quarantined  for  approximately  two  weeks.  During 
that  time,  the  animals  will  be  observed  daily  for  signs  of  illness,  and  all  unusual 
observations  will  be  reported  to  the  Study  Director  or  Clinical  Veterinarian.  Animals 
will  be  examined  during  quarantine  and  approved  for  use  by  the  Clinical  Veterinarian 
prior  to  being  placed  on  test.  Any  sickly  animals  will  be  eliminated  prior  to 
the  test  animal  selection  process.  If  a  selected  animal  appears  sickly  prior  to 
initiation  of  treatment,  it  will  be  replaced  by  a  healthy  animal  prior  to  initiation 
of  treatment  under  the  direction  of  the  Study  Director.  In  addition,  during  the 
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the  quarantine/pretest  period,  hematology  and  clinical  chemistry  parameters  (see  Section 
8.7.7)  will  be  measured  for  five  rats/sex  to  determine  the  suitability  of  the  rat  shipment 
for  use  in  this  study.  These  rats,  however,  will  not  be  used  in  the  dosing  portion  of  the 
study.  Quarantine  release  will  be  documented  on  the  Clinical  Veterinarian  Log  by  the 
veterinarian  prior  to  study  initiation. 


7.11  Food:  Certified  Rodent  Chow  No.  5002  (PMI  Feeds,  Inc.,  St.  Louis,  MO)  will  be 
provided  ad  libitum  from  arrival  until  termination. 


7.12  Water:  Tap  water  from  an  automatic  watering  system  in  which  the  room  distribution  lines 
are  flushed  daily  will  be  provided  ad  libitum  from  arrival  until  termination.  The  water  is 
not  treated  with  additional  chlorine  or  HC1. 


7.13  There  are  no  known  contaminants  in  the  feed  or  water  which  are  expected  to  influence 
the  study.  A  copy  of  the  feed  certification  will  be  kept  with  the  study  records.  The 
results  of  bimonthly  comprehensive  chemical  analyses  of  Chicago  water  performed  by  the 
City  of  Chicago  are  documented  in  files  maintained  by  Quality  Assurance. 

7.14  It  is  not  known  if  the  animals  will  experience  pain  or  distress  during  the  study.  Analgesic 
or  anesthetic  agents  will  confound  the  ability  to  determine  the  toxic  potential  of  the  test 
article,  and  therefore  will  not  be  used.  If  an  animal  is  in  severe  pain  or  distress,  following 
consultation  with  the  veterinary  staff,  it  will  be  euthanized  in  accordance  with  standard 
operating  procedures. 


8.0  EXPERIMENTAL  DESIGN: 
8.1  Treatment  Groups: 


Treatment  Dose  Level 

Group  Cm2  base/ke/dav) 

Dose  Cone. 
(m2  base  ml) 

Dose  Volume 
(ml/k2/dav) 

Number 
of  Males 

Number 
of  Females 

1 

0 

0 

5 

20  +  5* 

20  +  5* 

2 

0.5 

0.1 

5 

20  +  5' 

20  +  5' 

2.0 

0.4 

5 

20  +  5‘ 

20  +  5* 

4 

9.0 

1.8 

5 

20  +  5* 

20  +  5' 

• 

Five  satellite  rats/sex/dose  will  be  utilized  for  the  collection 

of  blood  samples  for  plasma 

drug  level  analysis  and  will  be  euthanized  after  the  last  set  of  samples  are  collected  in 
week  25.  The  other  observations,  tests  and  measurements  will  be  performed  on  these 
animals  except  for  the  collection  of  blood  samples  for  clinical  pathology  measurements, 
ophthalmology  examinations  and  pathology  evaluations.  The  remaining  20  rats/sex/dose 
will  be  used  in  the  core  toxicity  study. 
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Dose  levels  are  selected  by  the  Sponsor  based  upon  the  results  of  a  previous  thirteen  week 
oral  toxicity  study  of  WR238605  with  a  thirteen  week  recovery  period  in  rats  (UIC/TRL 
Study  No.  098).  The  number  of  animals  in  the  core  toxicity  study,  20/sex/dose,  is 
routinely  used  in  chronic  regulatory  toxicity  studies,  and  is  also  the  number  of  animals 
for  this  species  indicated  in  the  1993  OECD  Guidelines  for  Testing  of  Chemicals;  Chronic 
Toxicity  Studies.  No  such  FDA  document  exists  for  the  testing  of  drugs. 


8.2  Frequency  and  Route  of  Administration  of  the  Test  Article:  The  test  article  will  be 
administered  by  gavage  once  daily  starting  with  day  1  for  at  least  twenty-six  weeks. 
Control  animals  will  receive  the  test  article  vehicle  (aqueous  1%  methylcellulose/0.2% 
Tween  80).  All  animals  will  receive  vehicle  by  gavage  for  at  least  3  days  during  week 
-1  to  acclimate  them  to  the  procedure.  All  animals  will  be  dosed  up  to  and  including  the 
day  prior  to  their  scheduled  necropsy  on  days  183,  184  and  185.  Dosing  volume  will  be 
5  ml/kg/day,  adjusted  on  the  basis  of  each  animal’s  most  recent  body  weight.  The  actual 
volume  (ml)  administered  will  be  documented  in  the  raw  data.  Gavage  needles  will  be 
cleaned  with  ethanol  in-between  use. 


8.3  Justification  of  Route(s):  Oral  treatment  is  the  intended  clinical  route  of  administration  and 
is  specified  by  the  Sponsor. 

8.4  Procedure  to  Control  Bias  during  the  Assignment  of  Animals  to  Treatment  Groups: 

During  the  quarantine/pretest  period,  the  animals  will  be  randomized  by  sex  into  the  four 
groups  shown  in  Section  8.1  using  a  computer-generated  randomization  procedure  on  the 
basis  of  body  weight. 

8.5  Test  Article  Vehicle:  Aqueous  1%  methvlcellulose/0.2%  Tween  80.  Both  chemicals  will 
be  obtained  from  Sigma  Chemical  Co.  If  another  source  is  used,  it  will  be  identified  in 
the  raw  data. 

8.6  Test  Article  Dosage  Form  Preparation  and  Analyses:  Dosing  formulation  calculations  of 
the  test  article  will  be  adjusted  for  purity  of  the  test  article  and  the  base  mole  fraction. 
The  control  materials  will  be  assumed  to  be  100%  pure  for  dosing  calculations. 
Formulations  will  be  prepared  weekly  and  will  be  administered  daily  by  gavage,  at  5 
ml/kg/day,  7  days  a  week.  The  1%  methylcellulose/0.2%  Tween  80  vehicle  will  be 
prepared  at  least  weekly  by  placing  the  required  amount  of  deionized  water  in  a  beaker 
and  then  adding  the  required  amount  of  methylcellulose  and  volume  of  Tween  80,  using 
its  specific  gravity  of  1.08  (1.0  g  of  methylcellulose  and  0.2  g  Tween  80  per  100  ml  of 
deionized  water).  One  lot  no.  each  of  methylcellulose  and  Tween  80  will  be  used.  The 
mixture  will  be  stirred  while  being  heated  until  homogeneous  and  then  refrigerated. 

The  test  article  dosing  suspensions  will  be  prepared  weekly.  Stability  data  from  a 
previously  conducted  dog  toxicity  study  by  gastric  intubation  demonstrated  that 
WR238605  Succinate  suspensions  were  stable  for  at  least  28  days  (UIC/TRL  Study  No. 
047).  Homogeneity  data  also  obtained  from  UIC/TRL  Study  No.  47  demonstrated  that 
the  test  article  suspensions  are  homogeneous  (coefficients  of  variation  for  sampling  in  the 
top,  middle  and  bottom  of  several  test  suspensions  were  typically  less  than  4%). 
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Each  test  article  dosing  suspension  will  be  prepared  individually  by  adding  the  appropriate 
amount  of  WR238605  Succinate  to  the  required  volume  of  the  1.0%  methylcellulose/0.2% 
Tween  80  vehicle  in  a  pre-calibrated  beaker.  The  contents  will  be  mixed  with  an  Omni- 
Mixer  homogenizer,  for  at  least  5  minutes.  All  suspensions  will  be  stored  at  2  -  8°C.  All 
suspensions  will  be  allowed  to  warm  to  room  temperature  and  stirred  continuously  before 
and  during  gavage  administration.  Samples  of  all  dosing  suspensions  prepared  weekly 
will  be  analyzed,  and  only  suspensions  within  10%  of  their  target  concentration  will  be 
used.  Weekly  samples  will  also  be  analyzed  for  test  article  concentration  after  use. 
Tolerance  of  sample  analysis  after  use  will  also  be  10%,  i.e.,  10%  of  the  "before  use" 
assay  value. 


8.7  Type  and  Frequency  of  Observations.  Tests.  Analyses  and  Measurements- 

8.7. 1  Mortality  Check:  All  animals  will  be  observed  for  moribundity/mortality  prior 
to  dosing  in  the  morning  and  in  the  afternoon. 

8.7.2  Clinical  Signs:  All  animals  will  be  observed  once  daily  for  clinical  signs  of 
toxicity  approximately  1  -  2  hours  after  dosing. 

8.7.3  Clinical  Observations:  All  animals  will  be  subjected  to  a  physical  examination 
including  examination  of  eyes  and  all  orifices,  weekly  starting  in  week  -1. 

8  7.4  Bodv  Weight:  Body  weights  of  all  animals  will  be  recorded  weekly  starting 
in  week  -1  and  at  scheduled  necropsy. 

8.7.5  Food  Consumption:  Food  consumption  for  all  animals  will  be  measured 
weekly  commencing  in  week  -1. 

8.7.6  Ophthalmologic  Examinations:  The  core  toxicity  study  rats  will  be  examined 
by  indirect  ophthalmoscopy  prior  to  study  initiation,  and  in  weeks  13  and  26. 

8.7.7  Clinical  Pathology.  Hematology  and  clinical  chemistry  parameters  will  be 
measured  in  10  animals/sex/group  in  the  core  toxicity  study  during  weeks  4, 
13  and  26.  The  same  animals  will  be  used  throughout  the  study,  unless 
substitution  is  necessary,  i.e.  death  or  moribund  sacrifice.  The  non-fasted 
animals  will  be  anesthetized  by  carbon  dioxide  inhalation  (70%  CO,:30%  O,), 
and  approximately  1.5  -  2.0  ml  of  blood  will  be  collected  from  the  orbital 
sinus  to  measure  the  following  parameters.  The  left  eye  will  be  routinely 
used.  If  the  right  eye  is  necessary  for  a  particular  animal(s),  it  will  be 
documented  in  the  raw  data.  The  samples  will  be  processed  in  the  same 
random  order  as  collected. 
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’Erythrocyte  count  and 
morphology 
Hematocrit 
Hemoglobin 
Leukocyte  count,  total 
and  differential 
Reticulocyte  count 


Mean  corpuscular  volume  (MCV) 
Mean  corpuscular  hemoglobin  (MCH) 
Mean  corpuscular  hemoglobin 
concentration  (MCHC) 

Heinz  bodies 
Platelet  count 
bMethemoglobin 


8.7.8 


8.7.9 


’Includes  nucleated  RBCs. 

hTo  be  measured  with  a  Co-oximeter  (Instrumentation  Laboratory  Model 
No.  482).  The  assay  will  be  performed  within  one  hour  of  sample 
collection.  The  specimens  will  be  kept  on  wet  ice  prior  to  analysis 


Clinical  Chemistry 

Alanine  aminotransferase  (ALT) 
Albumin 

Albumin/Globulin  ratio  (calculated) 

Alkaline  phosphatase 

Calcium 

Chloride 

Creatinine 

Creatine  kinase  (CK) 

Glucose 


Inorganic  phosphorus 
Lactate  dehydrogenase 
Potassium 
Sodium 

Sorbitol  dehydrogenase  (SDH) 
Total  bile  acids 
Total  protein 
Urea  nitrogen  (BUN) 


Activated  partial  thromboplastin  time  will  be  measured  in  the  same  10 
rats/'sex'group  used  for  clinical  chemistry  and  hematology  measurements. 
Blood  samples  will  be  collected  from  the  vena  cava  at  their  scheduled 
necropsy  in  week  27. 


Clinical  chemistry  and  hematology  tests  and  activated  partial  thromboplastin 
time  will  be  measured  in  5  rats/sex  during  the  quarantine/pretest  period  to 
assess  the  suitability  of  the  shipment.  These  animals  will  not  be  used  in  the 
dosing  phase  of  the  study. 


Plasma  Drug  Levels:  Blood  samples  (1.0  -  2.0  ml)  will  be  collected  from  the 
orbital  sinus  from  the  5  satellite  rats/sex/group  designated  for  the 
determination  of  plasma  drug  levels  in  week  -1,  =24  hours  after  the  first  day 
of  dosing,  and  =24  hours  after  dosing  at  the  following  time-points:  weeks  3, 
7,  18  and  25.  Blood  samples  will  be  collected  immediately  prior  to  dosing, 
i.e.,  ~  24  hours  after  the  previous  dose,  due  to  the  anticipated  long  half-life 
of  the  test  article.  The  plasma  samples  will  be  stored  at  -65°  to  -70°C,  and 
sent  in  at  least  two  shipment  as  directed  by  the  Sponsor  to  Dr  Emil  Lin, 
University  of  California  at  San  Francisco  (UCSF)  for  measurement  of  drug 
levels.  The  UCSF-generated  report  may  be  included  in  the  UlC-generated 
final  study  report  at  the  discretion  of  the  Sponsor. 

Pathology:  All  core  toxicity  animals  which  die  on  test  or  are  sacrificed  if 
moribund  will  be  necropsied  on  that  day.  Surviving  core  toxicity  animals 
will  be  sacrificed  and  necropsied  in  random  order  over  three  consecutive  days 
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at  the  onset  of  week  27  (days  183  -  1 85).  If  a  rat  in  the  satellite  groups  (used 
for  plasma  drug  level  determinations)  is  found  dead  or  sacrificed  moribund, 
it  will  not  be  necropsied. 

Euthanasia  will  be  accomplished  by  carbon  dioxide  asphyxiation,  and  an 
extensive  necropsv  will  be  performed  under  the  direction  and  super,  isiono 
the  pathologist.  Terminal  body  weights  will  be  collected  prior  to  routine 

sacrifice. 

The  necropsy  procedure  will  be  a  thorough  and  systematic  examination  and 
dissection  of  the  animal  viscera  and  carcass,  and  collection  and  fixation  o.  the 
following  tissues/organs  in  10%  neutral  buffered  formalin. 


Pancreas 

Pituitary 

Prostate 

Rib  with  costochondral  junction 
Salivary  gland  (submaxillary) 
Sciatic  nerve 
Skeletal  muscle 
Skin  with  mammary  gland 
Spinal  cord  (thoracic) 

*  Spleen 

Sternum  with  marrow 
Stomach 

♦Testes  with  epididymides 
Thymus 

Thyroid  gland/Parathyroids 

Tongue 

Trachea 

Urinary  bladder 
Uterus 


♦Adrenal  glands 
Animal  identification 
♦Brain 
Cecum 
Colon 
Diaphragm 
Duodenum 
Esophagus 
Eves  with  harderian 
glands 

Femoral  marrow  smear 
♦Heart 

Gross  lesions 
Ileum 
Jejunum 
♦Kidneys 
*Liver 

"Lungs.  Bronchi 
Lymph  node  (mesenteric) 

♦Ovaries 

♦Weighed  at  scheduled  necropsy.  Paired  organs  will  be  weighed  as  a  unit. 

All  tissues  and  oraans  collected  at  necropsy  wilt  be  examined  microscopically 

in  all  control  and  high  dose  animals.  If  ffeatm^Nrelate,dfln1^"Sd"rse 
observ  ed,  those  tissues  will  be  examined  microscopically  in  mid  and  low  dose 
animals.  Animals  found  dead  or  subjected  to  a  moribund  sacrifice  may  also 
be  processed  for  microscopic  examination  following  discussions  with 
Sponsor  Gross  lesions  will  be  examined  microscopically  in  all  animals. 

Femoral  bone  marrow  smears  will  be  prepared  for  all  animals  at  scheduled 
necropsv  and  for  moribund  sacrificed  animals.  The  myeloidierythroid  (.  IE 
ratio  will  be  determined  in  control  and  high  dose  animals.  If  treatment- 
related  changes  are  seen.  M:E  ratios  will  also  be  determined  in  mid  and  low 

dose  animals. 
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8.8  Statistical  Analyses:  For  each  sex,  Analysis  of  Variance  tests  will  be  conducted  on  body 
weight,  food  consumption,  hematology,  clinical  chemistry  and  organ  weight  data.  Organ 
weight  analyses  will  consider  weights  relative  to  brain  weight.  If  a  significant  F  ratio  is 
obtained  (p  <  0.05),  Dunnett’s  t  test  will  be  used  for  pair-wise  comparisons  to  the 
concurrent  control  group.  Frequency  data  such  as  incidence  of  mortality,  gross  necropsy 
observations  and  tissue  morphology  observations  will  be  compared  by  Fisher’s  Exact  Test 
or  Chi-square  analyses  as  necessary. 

All  statistical  analysis  procedures  will  compare  treated  to  control  animals  at  each  time 
point.  Data  will  not  be  corrected  for  baseline  values,  except  that  body  weight  analysis 
will  include  absolute  values,  weekly  changes  and  total  weight  changes.  Baseline  clinical 
data  will  be  used  to  assess  the  general  health  of  the  animals,  and  may  be  used 
qualitatively  to  assist  in  the  interpretation  of  potential  drug-related  changes  following  the 
initiation  of  treatment. 

8.9  Deliverables:  Quantitative  data  will  be  tabulated  and  presented  in  the  report,  which  will 
include  historical  control  clinical  pathology  data.  In  addition  to  the  written  report, 
individual  data  tables  in  "ASCII"  form  and  summary  data  tables  of  parameters  and 
variability  will  be  transmitted  to  the  Sponsor  on  magnetic  media  (computer  diskette).  The 
transcribed  data  on  disk  will  no  longer  be  considered  GLP  compliant. 

The  following  will  be  included  in  the  study  reports:  references  for  all  statistical  methods; 
computer  software  identification  used  for  carrying  out  the  statistical  analyses;  historical 
control  data  for  clinical  pathology  measurements:  and  ANOVA  tables  in  an  appendix. 


9.0  RECORDS  TO  BE  MAINTAINED: 

All  data  generated  during  the  conduct  study,  except  those  that  are  generated  as  direct  computer 
input,  shall  be  recorded  directly,  promptly,  and  accurately  in  ink  in  bound  books  with 
prenumbered  pages  or  on  worksheets  that  shall  be  bound  during  or  at  the  conclusion  of  the 
nonclinical  laboratory  study.  All  appropriate  computer  and  machine  output  shall  be  bound  during 
or  at  the  conclusion  of  the  study.  All  data  entries  shall  be  dated  on  the  day  of  entry  and  signed 
or  initialed  by  the  person  entenng  the  data.  Any  changes  in  entries  for  whatever  reason  (e.g.,  to 
conrect  an  error  or  transposition)  shall  be  made  so  as  not  to  obscure  the  original  entry,  shall 
indicate  the  reason  for  such  change,  and  shall  be  dated  and  signed  or  identified  at  the  time  of  data 
input.  In  computer  driven  collection  systems,  the  operator  responsible  for  direct  input  shall  be 
identified  at  the  time  of  data  input.  Any  changes  in  computer  entries  for  whatever  reason  (e.g, 
to  correct  an  enror  or  transposition)  shall  be  made  in  such  manner  so  as  not  to  obscure  the  original 
entry  ,  if  possible,  shall  indicate  the  reason  for  such  change,  and  shall  be  dated  and  the  responsible 
individual  shall  be  identified. 

All  recorded  data  shall  be  reviewed,  signed,  and  dated  by  a  knowledgeable  person,  other  than  the 
person  making  the  entry,  to  assure  adherence  to  procedures  and  to  verify  observations. 

Upon  completion  of  the  study  and  submission  of  the  final  report,  all  raw  data,  documentation, 
specimens,  test  article  reserves  and  other  materials  necessary  to  reconstruct  the  study  will  be 
stored  in  the  TRL  archives  maintained  by  Quality  Assurance,  unless  specified  by  the  Sponsor. 
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All  changes  or  revisions,  and  reasons  therefore,  to  this  proWcoUChc^^  is"appr<5Ved  shall  be 
documented,  signed  by  the  Study  Director  and  Sponsor,  dated  and  maintained  with  the  protocol. 


10.0  REGULATORY  REQUIREMENTS- 


This  study  will  be  performed  in  compliance  with  the  UIC/TRL  Quality  Assurance  Program 
designed  to  conform  with  FDA  Good  Laboratory  Practice  Regulations  and  EPA  Good  Laboratory 
Practice  Standards. 

Will  this  study  be  submitted  to  a  regulatory  agency?  Yes 

If  so,  to  which  agency(ies)?  U.S.  Food  and  Drug  Administration 

Does  the  Sponsor  request  that  test  article  samples  be  returned  to  the  Sponsor?  Yes 

Does  the  Sponsor  request  that  samples  of  the  test  article/carrier  mixture(s)  be  sent  to  the  Sponsor? 

No 


11.0 


PROTOCOL  APPROVAL: 


STUDY  DIRECTOR- 


TOXICOLOGIST: 


QUALITY  ASSURANCE: 


SPONSOR  APPROVAL: 


Ronald  ^phbenbeck 


George  Schieferstein,  Ph.D. 
Contracting  Officer's 
Representative  (COR) 


Date 


fhrhr 

Date 


COMMENTS  FROM  THE  COR: 
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Appendix  1 


May  15,  1995 


Barry  S.  Levine 
Med-Pharmacology 
312BGRC,  M/C  868 

Dear  Dr.  Levine: 

The  modifications  requested  in  your  correspondence  of  May  10.  1995  pertaining  to  your  approved 
protocol  ACC:  =93-031-22:  "Six  Month  Oral  Toxicity  Study  of  WR238605  Succinate  in  Rats"  have 
been  reviewed  in  accordance  with  the  Animal  Care  and  Use  Policies  of  the  University  of  Illinois  at 
Chicago.  You  will  be  pleased  to  know  that  the  modifications  were  appro\ed  on  May  12.  1995  and 
consequently  the  records  of  Animal  Care  Committee  will  be  revised  to  reflect  these  changes. 

Thank  you  for  complying  with  the  Ar;mal  Care  Policies  and  Procedures  of  L1C. 


Sincerely  yours. 


Chair,  Animal  Care  Committee 
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PROTOCOL  AMENDMENT 


Study  No.: 
Title- 


152 

Six  Month  Oral  Toxicity  Study  of  WR238605  Succinate  in  Rats 


1.  Page  1  Section  4.0 

Add  the  study  dates  as  follows: 

4. 1  Proposed  Initiation  of  Dosing 

4.2  Proposed  Necropsy  Dates: 

4.3  Proposed  Study  Completion  Date 
(Draft  Study  Report): 

Reason:  The  studv  dates  have  been  finalized. 


08/02/95 

01/31/96  -  2/2/96 

5/3/96 


2.  Page  2  Section  6.0 

A  Change  Barry  S.  Levine.  D.Sc..  D.A.B.T.  from  "Study  Director"  to  "Principal 
Investigator". 

B  Change  Clyde  W  Wheeler.  Ph  D.  from  "Toxicologist"  to  "Study  Director". 

C  Indicate  Teresa  O'Neill  as  the  Lead  Technician. 


Reason:  Clarification  of  the  study  personnel. 


3  Page  3  Section  ".5 

Change  the  approximate  body  weight  range  in  males  to  "225  -  275  g"  from  "200  -  250  g". 
Reason:  Mistake  in  the  protocol. 


4.  Page  3  Section  7. 10 

Remove  the  two  references  to  "Toxicologist"  in  the  paragraph. 

Reason.  Because  Dr.  Wheeler  became  the  Study  Director,  there  is  no  longer  anyone  identified  as 

Toxicologist  "  in  the  study 
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Study  No.: 
Title: 


152 


v3 


Six  Month  Oral  Toxicity  Study  of  WR238605  Succinate  in  Rats 


5.  Page  5 


Section  8.2 


A.  Indicate  that  dosing  initiation  will  start  on  "day  1"  instead  of  on  "day  0". 

B.  Indicate  the  days  of  scheduled  necropsies  as  "days  183,  184  and  185"  instead  of  "days 
182,  183  and  184“. 


Reason: 


Day  1  is  now  defined  as  the  first  day  of  dosing. 


6.  Page  5  Section  8.6 

Replace  the  first  sentence  with  the  following:  "Dosing  formulation  calculations  of  the  test  article 
will  be  adjusted  for  the  purity  of  the  test  article.  The  control  materials  will  be  assumed  to  be 
100%  pure  for  dosing  calculations." 

Reason:  Sponsor  requested  change  in  the  protocol. 


7.  Page  7  Section  8.7.8 

Indicate  that  blood  will  be  collected  for  the  determination  of  plasma  drug  levels  "  =  24  hours  after 
the  first  day  of  dosing"  instead  of  "  =  24  hours  after  dosing  on  day  0". 

Reason-  Clarification  of  the  proucol  Day  0  is  no  longer  defined  as  the  start  of  dosing  initiation. 

8.  Page  7  Section  8.7.8 

Add  the  following  two  sentences  to  indicate  that  plasma  samples  will  be  sent  to  a  Sponsor- 
directed  laboratory  for  drug  level  analysis.  "The  plasma  samples  will  be  stored  at  -65 3  to  -70°C. 
and  sent  in  at  least  two  shipments  as  directed  by  the  Sponsor  to  Dr  Emil  Lin.  University  of 
California  at  San  Francisco  tUCSF  )  for  measurement  of  drug  levels  The  UCSF-generated  report 
may  be  included  in  the  UlC-generated  final  study  report  at  the  discretion  of  the  Sponsor.  " 

Reason:  Sponsor  requested  that  plasma  samples  be  sent  to  Dr.  Lin  at  UCSF  for  drug  level 

anaivsis 


9.  Page  8  Section  8.7.9 

Change  the  days  ot  scheduled  necropsies  to  "days  183  -  185"  from  "days  182  -  18-t" 

Reason:  Because  dosing  initiation  is  now  defined  as  day  1  instead  of  day  0.  the  scheduled 

necropsy  days  are  shifted  by  one  day 
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PROTOCOL  AMENDMENT 


Study  No.:  152 


Title: 


Six  Month  Oral  Toxicity  Study  of  WR238605  Succinate  in  Rats 


10.  Page  10  S.ection  11.0 

Make  the  following  changes  in  the  protocol  approval: 

A.  Indicate  that  Barry  S.  Levine,  D.Sc  ,  D.a.B.T.  is  the  "Principal  Investigator"  instead  of 
the  "Study  Director". 

B.  Change  Clyde  W.  Wheeler,  Ph.D.  from  "Toxicologist"  to  "Study  Director". 

C.  Remove  "Toxicologist"  as  a  position  identified  in  the  study  protocol. 

Reason:  Clarification  of  the  study  personnel. 


FORMER  STUDY  DIRECTOR: 


Approvals: 


-URRENT  STUDY  DIRECTOR: 


Date 


SPONSOR  APPROVAL- 


Contracting  Officer's 
Representative  (COR) 
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PROTOCOL  AMENDMENT 


Study  No.:  152 


Title:  Six  Month  Oral  Toxicity  Study  of  WR238605  Succinate  in  Rats 


11.  Page  5  Section  8.6 

A.  In  the  first  sentence,  indicate  that  "Dosing  formulation  calculations  of  the  test  article  will 
be  adjusted  for  the  purity  of  the  test  article  and  the  base  mole  fraction. " 

B.  Remove  the  fourth  sentence  which  discusses  adjustments  for  purity  and  base  mole 
fraction  in  dosing  calculations. 

Reason:  A.  Clarification  of  the  protocol.  B.  Mistake  in  the  protocol.  As  stated  above  (Protocol 

Amendment  11  A.),  the  dosing  formulation  calculations  will  be  adjusted  for  both  the  test 
article  purity  and  the  base  mole  fraction. 


Approvals: 


George  J.  Schieferstein,  Ph.D.  Date 

Contracting  Officer’s 
Representative  (COR) 
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PROTOCOL  AMENDMENT 


Study  No.:  152 

Title.  Six  Month  Oral  Toxicity  Study  of  WR238605  Succinate  in  Rats 


12.  Page  1  Section  3.3 

Change  the  Study  Director  from  "Clyde  W.  Wheeler,  Ph.D."  to  "Barry  S.  Levine,  D.Sc 
D.A.B.T.". 

Reason:  Dr.  Wheeler  has  resigned  from  UIC. 

13.  Page  2  Section  6.0 

Change  the  Study  Director  from  "Clyde  W.  Wheeler,  Ph.D."  to  "Barry  S.  Levine,  D.Sc 
D.A.B.T.". 

Reason:  Dr.  Wheeler  has  resigned  from  UIC. 

14.  Page  10  Section  11.0 

Indicate  that  "Barry  S.  Levine.  D.Sc..  D.A.B.T."  is  the  Study  Director. 

Reason:  Clarification  of  the  study  personnel. 


Approvals: 


FORMER  STUDY  DIRECTOR: 


CURRENT  STUDY  DIRECTOR. 


SPONSOR  APPROVAL: 


n£J.  £>  oLL 

Clvde  W.  Wheeler.  Ph.D. 


George  J.  Schieferstein.  Ph.D. 
Contracting  Officer's 
Representative  (COR) 


Date 


fo/fof  ' 

Date 


Page  1 


M-l  7 


PROTOCOL  AMENDMENT 


Study  No.  152 

Title:  Six  Month  Oral  Toxicity  Study  of  WR238605  Succinate  in  Rats 

15.  Page  7  Section  8.7.7 

Activated  partial  thromboplastin  time  will  only  be  measured  in  the  same  10  rats/sex/group  used 
for  clinical  chemistry  and  hematology  measurements,  not  in  all  animals. 

Reason:  Clarification  of  procedures;  mistake  in  protocol. 


Approvals: 


SPONSOR  APPROVAL: 


George  J.  Schieferstein,  Ph.D.  Date 

Contracting  Officer’s 
Representative  (COR) 
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PROTOCOL  AMENDMENT 


Study  No.: 
Title- 


152 

Six  Month  Oral  Toxicity  Study  of  \VR238605  Succinate  in  Rats 


jj 

J 


I 


16.  Page  8  Section  8.7.9 


In  the  second  paragraph  replace  "....carbon  dioxide  asphyxiation  "  with  "...carbon  dioxide 
anesthesia  followed  by  exsanguination". 


Reason:  To  clarify  the  euthanasia  procedure. 


STUDY  DIRECTOR: 


QUALITY  ASSURANCE: 


Date 


SPONSOR  APPROVAL: 


George  J.  Schieferstein.  Ph.D 
Contracting  Officer's 
Representative  (COR) 
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APPENDIX  N 


STUDY  DEVIATIONS 


I 


Deviation 

Iyps 

Protocol 


Protocol 


Protocol 


SIX  MONTH  ORAL  TOXICITY  STUDY  OF 
WR238605  SUCCINATE  IN  RATS 


Study  Deviations" 


Specific  Deviation 


Effect  on  Study 


The  humidity  was  <2%  out  of  range  on  10/16/95, 
10/17/95  and  01/31/96. 


None.  Deviations  were 
minimal. 


Food  consumption  was  not  measured  during  the 
specified  times  for  the  following  animals:  Animal 
No.  470  (Day  15  -  Day  22);  Animal  No.  476  (Day 
148  -  Day  155);  Animal  No.  500  (Day  99  -  Day 
106);  Animal  No.  580  (Day  71  -  Day  78).  For 
these  animals,  food  was  inadvertently  dumped 
before  weighing.  Also,  food  consumption  was  not 
measured  during  the  specified  times  for  the 
following  animals:  Animal  No.  476  (Day  155  - 
Day  162);  Animal  No.  482  (Day  155  -  Day  162); 
Animal  No.  579  (Day  127  -  Day  134).  Fc:  these 
animals  the  food  became  wet  due  to  lix-it  problems. 

At  scheduled  necropsy,  all  rats  were  bled  from  the 
abdominal  vena  cava,  instead  of  just  the  animals 
required  for  clinical  pathology  (activated  partial 
thromboplastin  time).  All  animals  were  bled  so  that 
there  would  be  no  discrepancies  in  organ  weight 
between  clinical  pathology  animals  and  the 
remaining  animals. 


Negligible;  only  seven  data 
points  are  missing  from  a 
total  of  4160  total  food 
consumption  values. 


None;  all  animals  were 
exsanguinated  at  necropsy 
for  the  sake  of  consistency 


"The  detailed  "Deviation  Reports"  are  contained  in  the  raw  data  which  are  archive  at  the  Toxicology 
Research  Laboratory,  University  of  Illinois  at  Chicago,  Department  of  Pharmacology,  1940  W.  Taylor 
St.,  Chicago,  Illinois  60612. 

The  above  deviations  did  not  affect  the  integrity  of  the  study. 


Barry  S.  Levine,  D.Sc.,  D.A.B.f. 


Date 
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